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MAKING DOCTORS. 





By Ewen Downler, M.D., F.R.C.P., F.R.A.C.P., 


Dean of the Alfred Hospital Clinical School, 
Melbourne. 





In order to appreciate the pattern of training of a medical 
student, it is necessary to look back into the past to realize 
how much we owe to traditions developed through centuries 
of man’s struggle with disease. It should be obvious that 
this training is concerned with two principal objects: the 
first is the treatment of the patient himself, as an indivi- 
dual, the second the treatment of his disease, whatever it 
may be. It is interesting to reflect that the first of these 
objects—namely, the doctor-patient relationship — was 
clearly enunciated by Hippocrates two thousand years ago 
and has withstood the test of time. The standards and 
ethical behaviour of this most honourable of professions 
have remained unchanged through many centuries. The 
second object, the training of the student in the treatment 
of disease, has naturally altered over the years with the 
changing concepts of disease and disease processes. 
Throughout the ages medicine has sought help from magic, 
from astrology, from alchemy, from religion and most 
recently from science. These changes in alliance of medi- 
cine to contemporary philosophy have yet another aspect. 





1Read at the annual meeting of the Alfred Hospital on 
July 9, 1953. 


I refer to the fact that the medical man himself and his 
status in a community are altered by sociological and 
economic factors which themselves change slowly and 
without obvious disturbance. Trevelyan, in the introduction 
to his “English Social History”, has made this statement: 


On the whole social change moves like an under- 
ground river obeying its own laws or those of economic 
change rather than following the direction of happen- 
ings that move on the surface of life. 


So the influence of the social and economic change of the 
present time is having a definite and not inconsiderable 
effect upon the teachers and teaching of medicine itself. 


The doctor-patient relationship was clearly defined by 
Hippocrates, and it is appropriate to quote certain sections 
from the Hippocratic oath, which has determined the 
pattern of medical ethics from that time onwards: 


To think of him that taught me this Art as I think 
of my parents, to hold my life as his life, and to give 
him in the time of his need a share of my belongings. 
To consider his sons as my brothers and to teach this 
Art to such of them as wish-to learn it without pay- 
ment or agreement. To impart the doctrine and the 
interpretation and the whole learning to my sons and 
to my master’s sons and to students enrolled and sworn 
to medical law and to no others. I will use all ways 
of medical treatment that shall be for the advantage 
of the sufferers according to my power and judgement 
and will protect them from injury and injustice. And 
whatever in practice I see or hear or even outside 
practice which is not right should not be told abroad, I 
will be silent, counting as unsaid what. was said. 
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These sentences embody the highest aims of medical 
tradition and practice, and irrespective of the changing 
philosophies of disease are the standards to which we sub- 
scribe at the present time. It is, I think, significant that in 
an era of change in the relationship of medical men to the 
State and to their patients, these traditions are still 
regarded highly and jealously guarded. 


The training of the medical student has evolved slowly 
from the spiritualistic days, when the tribal cults of medi- 
cine were passed by word of mouth from one generation to 
the next, a typical form of apprenticeship. Organization of 
medical practice was first mentioned during the Babylonian 
era in the code of Hammurabi. This remarkable enactment 
contained strict laws relating to medical practice and 
imposed severe penalties upon the practitioners of unsuc- 
cessful surgery. Egyptian’ medicine was of a somewhat 
different character, being more of a craft than a religion, 
and three types of healers were recognized—the physician, 
the priest and the exorcist. The Egyptians for the first 
time in history made some attempt to institute rational 
treatment. The Greeks developed a system of medicine 
which excluded the transcendental attitude and was founded 
upon observation and reasoning. Medicine became not only 
a craft, but a philosophic discipline. The Greeks made two 
of the greatest discoveries in medical history—firstly, that 
disease is a natural process, and secondly, that the human 
body has an innate healing power which endeavours to 
overcome illness and to restore the lost balance of health. 


When Christianity came to the world, it entered into 
competition with the pagan cults and promised both 
spiritual and physical healing. With the adoption of the 
Christian religion the significance of disease changed, and 


with it the position of the sick man in society, and also 


that of the doctor. The invalid was no longer regarded as 
an inferior being abandoned by his fellows, but came to 
be recognized as one to be nursed and helped. It became 
the duty of society to care for the poor and the sick, and 
these tenets have been observed throughout the Christian 
world to the present day. 

For a time Christian doctrine and Hellenistic science 
were irreconcilable, and we read that in the second century 
Christian students of Galen were excommunicated for 
studying pagan medicine. Very gradually this changed, 
and the cultural policies of the Benedictine order came to 
embrace not only the care of the sick, but the study of 
Grecian literature, which included medical books. Thus 
eventually Greek rational therapy triumphed over Christian 
faith healing; but medieval medicine never lost the marks 
of its religious origin. The earliest physicians were crafts- 
men and were trained through apprenticeship; their 
number was small and, apart from large cities, most places 
were served by itinerant practitioners. The physician was 
not licensed, and anyone could claim to be a doctor and 
treat patients for fees. In the latter days of the Roman 
Empire restrictions were made, and the numbers of doctors 
in each city were limited and made conditional on the 
production of credentials and these privileged few were 
entitled the “valde docti”. By the third century a.p. the 
Roman State, realizing its responsibility for the training 
of physicians, appointed professors of medicine in Rome. 
Many physicians held salaried positions at court or in the 
army, and some were attached to families who paid them 
an annual fee; still others were in private practice, where 
competition was fierce and specialism highly developed. 


The first organized medical school in Europe was founded 
at Salerno. It was apparently not a monastic foundation, 
but attempted to coordinate the teaching of medicine with- 
out restriction as to religion or nationality. It granted 
degrees after a period of three years’ study of logic fol- 
lowed by five years’ study of medicine and a further year 
of practice under supervision. Successful candidates sub- 
scribed to an oath upholding the ethical tradition of the 
Greeks, and they wefe entitled to practise, the aim being 
to preserve tradition and to guarantee high standards. The 
conditions of practice of medicine were contained in royal 
decrees both in Sicily and in Austria, which restricted the 
practice of medicine to graduates of Salerno. Later, with 
the foundation of western universities, those which 
possessed medical faculties maintained a strict control not 


only of the training of doctors, but of their subsequent 
practice, aiming to maintain tradition, to preserve high 
standards of quality and to eliminate competition by 
strictly regulating fees. The medieval world was a static 
world. Man was born with a divine mission to fulfil, and 
salvation, not the accumulation of wealth, was his purpose. . 
It was an authoritarian world dominated in all its aspects 
by the Church. The professions were vocations implying 
duties both to God and to fellow men. 


At the time of the Renaissance a strong trend towards 
realism developed, and this change coincided with the new 
conception of science, which from the seventeenth century 
onwards has developed with ever-increasing rapidity. The 
spirit of inquiry into the causes of disease has brought 
medicine under the influence of science and has given man 
power over Nature. In each succeeding century more 
natural forces have been subjugated to serve man’s purpose, 
and the fight against disease has been conducted with 
scientific weapons of ever-increasing efficiency. The doctor 
is no longer a sorcerer or a priest or even a mere craftsman, 
but a man of science. Along with this there occurred 
another change also about the sixteenth century, in which 
a new economic order arose, appealing to the individual in 
man and calling for free initiative, free trade and free 
competition. Traditional authority was opposed, and the 
most powerful exponent of this, the Church, was “reformed”. 
The new political philosophy of liberalism sapped the 
economic power of the craftsmen’s guilds; but for a long 
time the universities refused to adapt themselves to the 
new conditions and adhered to medizval forms and 
traditions. However, medical faculties gradually lost their 
power to control the practice of medicine, which in many 
countries was taken over by the State. 


From the time of the Middle Ages the control of practice 
in Great Britain was largely exercised by corporate bodies, 
which maintained jurisdiction over a radius of certain 
distances from their headquarters. These bodies had the 
power to examine candidates and to decide who was 
worthy of engaging in practice. In the year 1858, with the 
passage of the Medical Act in Great Britain, there was 
formed the General Medical Council of Medical Education 
and Registration in the United Kingdom. This Act did not 
forbid the practice of medicine by unqualified or unregis- 
tered persons, but its object was to enable persons requiring 
medical aid to distinguish qualified from unqualified prac- 
titioners. The General Medical Council was required 
to keep a medical register of qualified persons, and was 
given power to require licensing bodies to furnish informa- 
tion as to courses of study and examinations necessary to 
obtain qualification. In Australia today there are four 
licensing bodies, all of which are universities, which train 
and examine their own undergraduates. The qualifications 
of the four Australian schools are represented to the 
various State registering bodies, known as medical boards. 
The standards of each of the Australian medical schools 
are such that complete reciprocity exists as to registration 
and ability to practise in any State of the Commonwealth, 
irrespective of which of the licensing bodies has granted 
the qualification. It has become the function of the State 
to act as guarantor of the standard of medical training 
and ethical practice; but up to the present time there has 
been no indication of the State’s attempting to disturb the 
pattern of training. This is an important fact to realize, 
for we may be approaching an era in which State control 
or direction of education could be applied to the teaching 
of medicine. 

What are the aims of medical education at the present 
time, and in what way are they being achieved? What 
part are we in the Alfred Hospital playing in the process? 
Not only must the making of the medical man of today 
be concerned with the maintenance of a high standard of 
professional attainment in order that the practitioner 
should be worthy of his calling, but his training must be 
such as to enable him to appreciate the enormous influence 
which science is wielding on everyday life and on medical 
thought. The training of doctors has always been based 
on apprenticeship. In hospital wards, in out-patient depart- 
ments and in the home, medicine has been taught by 
practising physicians, and herein lies the learning of the 
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art of medicine. In bygone times the apprenticeship was 
served with one master, who perhaps for some years was 
entirely responsible for a student’s training. Now a large 
number of highly specialized teachers is concerned with 
any one student. In consequence it is hard to say how 
far any present teaching succeeds in the difficult, task of 
cultivating the art and science simultaneously. On the 
one hand criticism comes from experienced practitioners 
who complain that there is not enough instruction in 
common diseases, while on the other hand many examiners 
and specialists say that students do not gain enough grasp 
of principles to enable them to handle unfamiliar situa- 
tions or to think critically. However, one point of 
unanimity exists in any body of teachers concerned with 
medical education: they all agree that, irrespective of 
any other consideration, their own particular subject is 
of such importance that more time should be devoted to 
it during the course. 

I have little doubt that there is a dangerous trend at 
present to devote too much time to too specialized instruc- 
tion, both in the basic subjects and in clinical teaching. 
On the other hand, too little time is allowed for a student 
to digest, let alone assimilate, the vast amount of highly 
specialized information which is presented to him. Science 
teaches facts; but science does not teach how to discrimi- 
nate between facts or how to use them, and many teachers 
seem to have neither the time nor the ability to be 
concerned with this problem. The authoritarian pattern of 
medical education of the Middle Ages is now replaced by 
a specialized and incoordinated curriculum vainly seeking 
to produce a result in somewhat less time than was thought 
necessary by the school of Salerno over a thousand years 
ago. Admittedly the response of the medical profession 
to the wealth of scientific knowledge has been a greater 
and greater specialization in practice, and the training of 
a true specialist of necessity proceeds for many years after 
graduation. Nevertheless, surely the primary function of 
medical schools is the education of undergraduates and 
the fashioning of a man who is capable of caring for the 
diseased person, who is aware of his limitations, who has 
sufficient training to be able to appreciate advances in 
knowledge, and who is sufficiently prepared so as to be 
capable of proceeding along any specialized lines of study 
and practice should he so desire. 

In all this modern thirst for knowledge there is a ten- 
dency to forget the patient, and I should like to quote a 
short paragraph from an address given by Sir Robert 
Hutchison a few years ago: 

Medicine in practice is not yet so scientific as many 
like to pretend. Indeed it is only comparatively 
recently that it has even been described as a science. 
Hippocrates always spoke of the Art and the same is 
true of all medical writers after him down to quite 
modern times. But one of the tendencies of the present 
day is to exaggerate the scientificness (if I may use 
the term) of Medicine. In the first place it is respon- 
sible for the cluttering up of medical curriculums with 
all sorts of ologies, most of which the student forgets 
as soon as he has passed the examinations in them. 
This leads to much waste of time, for as Samuel Butler 
said with much truth “the physician’s physiology has 
much the same relation to his power of healing as a 
cleric’s divinity has to his’ power of influencing con- 
duct”. Last and worst, the ultra scientific outlook leads 
to a wrong attitude to our work at the bedside. As 
Sir Auckland Geddes has put it, “so many come to the 
sick room thinking of themselves as men of science 
fighting disease and not as healers with a little know- 
ledge helping nature to get a sick man well”. 

Although I do not wish to be deliberately provocative, 
a further danger confronts the doctor-patient relationship. 
It is that under the nationalized practice of medicine prac- 
titioners themselves may, by the very nature of their 
contract with the State, fall into the habit of being over- 
bureaucratic as well as over-scientific in their handling of 
disease and in the process may forget the patient. 


The impact of the scientific revolution on medicine has 
resulted in a completely changed conception of disease and 
of the processes of disease. Furthermore, by the provision 
of highly technical instruments and laboratory techniques 
it has greatly improved the methods of recognizing disease. 


Also, by supplying powerful therapeutic agents it has 
made possible the cure or the alleviation of many illnesses 
which even a few years ago proved to be inevitably fatal. 
For these advances medicine and the human race owe 
much to scientific technology. The debt does not end 
here, for the investigation and treatment of many diseases 
now involve complicated procedures and drugs, the cost of 
which is reaching such alarming proportions as to necessi- 
tate radical changes in the methods of financing hospital 
and medical care. The alliance of medicine and science 
has proved beneficial but expensive. 


What now of the medical student of today? In what 
way is he to be trained to take his place in the community 
with due regard to the various responsibilities he has to 
shoulder on qualification? In the early years of his medical 
course he is instructed in the basic subjects of biology, 
physics, chemistry, physiology, anatomy and biochemistry. 
These serve as a firm basis for the development of his 
subsequent knowledge; but it must be appreciated that in 
the first years of his course the medical student has no 
personal contact either with illness or with a patient. At 
the stage when he is received into a hospital he possesses 
a considerable amount of basic knowledge, but none of 
human beings. During his hospital course, which extends 
over three years, not only is the student taught the 
patterns and effects of disease on the human being, but 
he is also taught a number of other things. These include 
a knowledge of human beings and the management of 
illness under varying circumstances. Of necessity his 
training must take place in a hospital where at any time 
numerous examples of severe diseases are to be seen. It 
is here that he learns to develop his powers of observation, 
of deduction and of the weighing of evidence as to a 
patient’s illness. He becomes familiar with the various 
methods of investigation which are applied to difficult 
diagnostic problems. He also becomes aware of the methods 
of treatment which are applicable to various disease states. 
A moment’s reflection, however, will remind you of the 
fact that this indeed is only part of his training. The 
student gains his first contact with a patient when he is 
allowed the interrogation and examination of the patient 
and the supervision of treatment under the direction of 
members of the teaching staff. This, however, gives him 
little knowledge of the minor types of illness, or in fact of 
the treatment of illness in its natural environment—the 
patient’s home. 

It has been the considered policy of the Alfred Hospital 
Clinical School in recent years to endeavour to provide 
training over and above the basic requirements of the 
university curriculum. In the Annual Report you will find 
a brief reference to some of these activities. Any clinical 
school concerned with the training of medical students 
should be concerned with the general standard of the 
training provided for all students, and with the quality of 
all of its graduates from the highest to the lowest. It is 
our proud contention that an Alfred Hospital student is 
so trained as to be able to be recognized as such in the 
community, and that he can take his place alongside the 
best products of any other school in this Commonwealth or 
in the Empire. Emphasis has always been placed upon 
practical training. For example, before the last war it 
was thought that some knowledge of elementary nursing 
procedures should be given to all students. The value of 
this training was soon recognized, and now each year 
groups of students, under direction of the tutor sisters of 
the nurses’ training school, engage in a course similar to 
that which was given to Army Medical Corps orderlies 
during the war. In this course all appropriate nursing 
procedures not only are demonstrated to the students but 
are practised by them. In the fourth year of the course 
the students are sent out with the visiting sisters of the 
Melbourne District Nursing Society to see the problems of 
chronic illness in the home, this being their first experi- 
ence of sickness outside the hospital environment. Some 
three years ago, with the wholehearted support of the 
Alfred Hospital Old Residents’ Association, an outstanding 
contribution was made to the training of students in 
offering them, on a voluntary basis, the chance of acting 
as observers in general practice. This development was 
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closely surveyed by questionnaires and has proved to be of 
great benefit to students, 100% of whom have voluntarily 
participated in the scheme both in 1952 and in 1953. I 
am convinced that the experience gained by the students 
during this fortnight is worth more to them than any 
other two weeks’ study throughout the whole of their 
course. It presents to them, at a most impressionable stage, 
the problems of the practice of medicine in a fashion which 
cannot be taught in any other way. 


In continuation of the policy of broadening the students’ 
experience we have, in the past twelve months, arranged 
for them to participate in the routine examination of large 
groups of children visiting the Lord Mayor’s Camp. This 
offers for the first time an experience in examining appar- 
ently healthy children in an attempt to detect the earliest 
evidences of abnormalities, if not of disease. Also this year, 
for the first time, with the wholehearted support of the 
directors of a large industrial organization, we have been 
able to send students to an industrial medical clinic, where 
they have been able to see the fitting of men to jobs in 
industry according to their physical and mental capacities. 
This has also provided an opportunity for them to see how 
industrial workers are cared for while at work. These 
adventures in the training of medical students have proved 
their worth and have had the effect of widening the 
students’ outlook and of giving them a greater preparation 
for the tasks which confront them on graduation. 


It is now appropriate to refer to the responsibilities of 
those who are actually engaged in the teaching of medical 
students. In the first three years of the course this 
responsibility falls on the whole-time academic staff of 
various departments in the University of Melbourne. 
During the hospital years the responsibility for teaching 
falls on the part-time activities of the members of the 
honorary medical staffs of the teaching hospitals. Appoint- 
ment to such a position involves an obligation not only to 
treat patients admitted under one’s care, but also to teach 
medical students attached to the hospital. The latter 
responsibility is an onerous and honourable task, a burden 
freely borne by generations of medical men brought up in 
the high traditions of British medicine. The present status 
of graduates in medicine of the University of Melbourne 
ranks high in the world, and is a striking tribute to the 
worth of our predecessors, who laid the foundations and 
established the traditions to which we still subscribe. 
However, there is in the division between university and 
hospital education in the earlier and later years of the 
course a considerable gap, as there is no close liaison 
between these two phases of teaching. Prior to the last 
war no attempt at coordination or supervision over the 
work in the teaching hospitals was even attempted by the 
university. In 1947 the late Sir Alan Newton, then Stewart 
Lecturer in Surgery, realizing this deficiency, formed a 
Department of Clinical Studies, and for the first time 
interested the university in its clinical schools. Sir Alan 
Newton assumed the position of Director of this newly 
formed department, and in an incredibly short space of 
time set to work to coordinate not only the teaching as 
between preclinical and clinical years, but also the 
standards of teaching as between the hospitals themselves. 
Unfortunately his failing health prevented him from 
realizing his ambitions; but within the short period of 
eighteen months he had convinced the University Council 
of the necessity of providing assistance to the clinical 
schools by the appointment of wholetime student super- 
visers at a cost of approximately £12,000 per annum. Like 
all pioneers, his work was not without its difficulties, and 
it is unfortunate indeed that the position of Director of 
Clinical Studies has since been abolished~a step which, to 
say the least of it, appears to have been a retrograde one. 


At his instigation, in the year 1948 the University Council 
approved in principle the formation of Departments of 
Medicine and Surgery, thus attempting to repair a notable 
omission in the medical education in this State, as there 
is as yet no professor in either of the major subjects of 
medicine or surgery in this University. Lacking his 
inspiration and leadership, four more years were to pass 
before the details of this proposal were finally agreed 
upon at the end of 1952. It has now been accepted in 





principle that there will ultimately be a professor in each 
subject in each of the major clinical schools. Over all the 
discussions on this development has hung the dreadful 
word “finance”, the mention of which, to my own know- 
ledge, was sufficient to cause all discussions on chairs of 
medicine and surgery to be abandoned in 1936. It seems 
appropriate to remind you of the fact that medical educa- 
tion, like medical treatment in the large public hospitals, 
is one of the things which has perhaps been taken for 
granted for too long. Appointment to honorary medical 
service in a hospital dates back to an age when medical 
men were prepared to give their services to the poor and 
to the sick who could not afford treatment in other ways. 
In the present economic circumstances the medical pro- 
fession seems to have become a victim of its own ideals, 
and its adjustment to changing conditions is not an easy 
one. 

The honorary physicians and surgeons of the teaching 
hospitals, the backbone of medical education in this State, 
are much involved in this. It is not the place here to refer 
to the enormous value of services given gratuitously in 
treatment which are now regarded as a right by anyone 
who gains admission to a public hospital; but I should 
like to indicate the value of the services given in teaching 
as something which few people realize or wish to recog- 
nize. At a conservative estimate the teaching of the 
subjects of medicine and surgery, and I do not include 
obstetrics, pediatrics or other specialties, would represent 
approximately £60,000 per annum if the teaching of these 
subjects was paid for at £3 3s. per hour. Such fees as 
are paid by students for this teaching and passed to the 
hospital staffs do not represent 10% of this figure. To my 
personal knowledge the honorary medical staffs of the 
hospitals at no stage have even raised a voice suggesting 
that their services should be remunerated on such a scale. 
However, it does seem somewhat galling that when these 
very members of hospital staffs press, as they have done, 
for the establishment of departments of medicine and 
surgery, they are frustrated by the suggestion that sums 
of money certainly no greater than those represented by 
their own services are quite beyond the capacity of 
university finance to provide. 

In no other faculty has the University been indebted to 
so many for so much. It is quite obvious that funds for 
this development must come from the State. We have long 
since passed the age when private sources can possibly 
hope to provide appropriate endowments. Not so long age 
I was a member of a committee which was called upon to 
cost the total charge of this proposal in its fully developed 
phase. Having reached a figure of £80,000 per annum as a 
not excessive estimate, I was ridiculed for suggesting such 
asum. The answer to such an attitude surely is that until 
the value of the work which has been done over the years 
by the part-time staffs is known and appreciated, and until 
some vision and enterprise are shown in the development 
of the Melbourne Medical School, the request for appro- 
priate funds will not be made and the Melbourne Medical 
School will decline. 

In the meantime the medical profession is slowly being 
adjusted to the altered economic circumstances of our 
times. If such facts as these are not brought to public 
notice, the “taken for granted” attitude of honorary medical 
service in treating and teaching will be perpetuated to a 
stage at which it will threaten and undermine the whole 
structure of treatment and teaching in this country, for 
little heed will be paid to pleas if and when nationalization 
of the medical profession occurs. Already in Great Britain 
there are fears that, as a result of the nationalization of 
medical service, there is evidence of declining medical 
standards of practice and of education. Tradition is hardly 
earned over many generations and can be rapidly. destroyed. 
It would indeed be a tragedy of first moment if, in the 
process of creation of a welfare State, the welfare of the 
State from the medical point of view was to be destroyed. 

The student of today, as he is a human being, like all 
others, is concerned with security of tenure and of his 
future. In an individualistic profession such as that of 
medicine, this is a dangerous attitude, tending as it does to 
destroy initiative and denying the incentive to post- 
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graduate knowledge and advancement. The teachers of 
medicine today have not only to keep abreast of the most 
recent scientific advances, but they have also to keep 
abreast of the changing attitude of the times. Too little 
heed is being paid at the present time to the possible 
influences of economic and social change upon the pattern 
of medical education and medical practice of the future. If 
the profession be engulfed in self-interest in hours, security 
and tenure, then the doctor-patient relationship will be 
threatened and the individual members of the community 
must suffer. 


The time is surely opportune for some detached and 
authoritative body, similar to the Goodenough Committee 
which was set up in Britain in 1942, to examine the 
problems of medical education throughout Australia, and 
to make such recommendations as seem appropriate to 
safeguard the standards of teaching.in the Commonwealth. 
This is neither the time nor the place to engage in any 
detailed consideration of this suggestion; but without some 
well-defined policy and clear leadership the proud heritage 
in our possession may well be lost. In conclusion, let me 
quote a distinguished physician, Edouard Rist, who taught 
me much, and whose words express my feelings better 
than I could do myself: 

To be a good doctor, you must love Medicine. You 
cannot love it well unless you love also those who have 
brought it to where it is today. Then you realise that 
in doing your best, you are but paying a debt. 


—_—_$ 


REPORT ON “MYSOLINE” IN THE TREATMENT OF 
MENTAL HOSPITAL EPILEPTICS. 





By B. G. BurRToN-BRADLEY, 
Brisbane Mental Hospital, Queensland. 





“MYSOLINE”, a new drug in the treatment of epilepsy, was 
synthesized by Bogue and Carrington in 1949, who also 
showed that it protected laboratory animals against elec- 
trically or chemically induced convulsions, and had 
extremely low toxicity. It is stated that, though related to 
phenobarbitone, ‘“Mysoline” is of a chemical type not 
previously used in man. 

Its formula is 5-phenyl-5-ethyl-hexahydropyrimidine-4: 6- 
dione (Figure I). 


pat eaeea * i 
x 
CH. co———-il af 


Ficure I. 


Handley and Stewart (1952) showed that “Mysoline” 
greatly reduced the number and severity of fits in their 
series of 40 cases, and that it was without serious toxic 
effects, and could be used in all types of practice without 
laboratory control. 


At the Brisbane Mental Hospital 18 mental hospital 
patients were treated over an average period of four 
months. All patients were known to have had major con- 
vulsions; all had either an associated psychosis, or 
behaviour of such a character as to have warranted com- 
mitment procedures. Five had associated amentia, one of 
whom was an idiot savant. The epilepsy of the rest was 
regarded as of idiopathic type. All the patients had been 
Previously treated with “Dilantin” and phenobarbitone. 
The criteria of selection were the greatest number of 
residual fits under the previous treatment, and the coopera- 
tion of the patient in a new form of treatment, whenever 
this could be obtained by virtue of his understanding. At 


the commencement of treatment there were 161 epileptics 
in the hospital, in a total hospital population of 2500. It 
was concluded that the patients treated were among the 
most disabled epileptic members of the Queensland com- 
munity. 


No attempt was made to extinguish seizures entirely, as 
this is not the design in treatment, and may leave the 
patient stupid and unhappy (Lennox, 1951). No patient 
received more than 1-25 grammes of “Mysoline” daily. 
Major fits and behaviour were recorded, and compared with 
the patients’ previous record. Records for twenty-four 
hours of each day were obtained; the charge nurse respon- 
sible for the patient decided the nature of the fit, and 
recorded grand mal attacks only. “Benefit” in behaviour 
as used here refers to a quality not previously present. Its 
components include spontaneous performance of new tasks, 
esthetic interests, amenities, interest in appearance and 
ward behaviour. 


“Mysoline” is supplied in tablets of 0-25 gramme each, 
and starting with one tablet on the first day it was 
gradually introduced over a period of ten to twelve days, 
during which time the previous treatment was gradually 
abolished. At the end of this period, patients were 
receiving 0-5 gramme twice a day. In a few cases in which 
the fits did not seem to be adequately controlled, the dosage 
was increased to 1-25 grammes a day. Handley and 
Stewart consider that the flexibility of dosage ranges from 
0-75 to 2-0 grammes per day. Eight of the patients were 
given “Dilantin”, 1-5 grains three times a day, in addition 
to “Mysoline’’. 


Results. 


The results are recorded in Tables I and II. Except in 
one case, in which “Dilantin” was being given in addition 
to “Mysoline’, the anticonvulsive properties of ‘“Mysoline” 
were as good as, and in most cases better than, those 
associated with previous forms of treatment. Had the 
dosage been increased, no doubt the results in this regard 
would have been even better. 


Except in Case XVIII, in which the patient became con- 
fused, and her behaviour became so violent that it was 
decided to suspend the treatment after fifty days, the 
behaviour of the rest of the patients was no worse and in 
nine cases was very much better. This may have been due 
to enthusiasm for a new treatment, but it is interesting to 
note that the benefit was still present at the end of the 
treatment period. The combination of “Mysoline”’ with 
“Dilantin” did not appear to be superior to “Mysoline” 
alone (see Tables I and II). The following cases are of 
some interest. 


Case VIII.—This female patient, aged sixty-five years, had 
a long history of violent behaviour. She was often described 
as “bad tempered and morose’’. She used bad language 
frequently. She exhibited the features of the so-called 
epileptic personality, egotism, rigidity, moodiness and 
perseveration. Since the establishment of “Mysoline” therapy, 
she is polite and considerate, and has ceased to pursue the 
medical officers with demands for her discharge from hos- 
pital, which has been her usual custom for years. 


CasE XIII.—This boy, aged twenty-two years, has had 
major convulsions since the age of eleven years. He has 
spent most of his time since the age of sixteen years in a 
mental hospital. His records show a long consistent history 
of violent behaviour. He had threatened to kill his father, 
and is alleged to have attempted to strangle a child. A con- 
siderable portion of his violent behaviour was of the complex, 
prolonged, premeditated variety, so would not be due to 
epileptic discharge as such, according to Denis Williams 
(1953). During the four months’ treatment period his conduct 
has been excellent, unlike anything previously, and he has 
shown no traces of aggressiveness and has worked well at 
gardening. His ambition now is to learn a trade. Improve- 
ment is still present. 


CasE XVI.—This female patient, aged forty-nine years, has 
commenced working in the ward for the first time since her 
admission to hospital twelve months ago. In addition she 
has spontaneously taken an interest in drawing, and, 
although her efforts do not appear to have any great artistic 
merit, they reveal a desire to create. Formerly noisy each 
night, she now sleeps without sedatives. 

















THE MEDICAL JOURNAL OF AUSTRALIA 





NOVEMBER 7, 1953 





TABLE I. 


























































































































“Mysoline” and “Dilantin”. 
| 
Previous | 
Average | Percentage 
Case Age. Daily Dosage of ‘“‘Mysoline” Days of Incidence of Fits During Reduction 
Number. Sex. (Years.) and “Dilantin” .* Treatment. Fits Over Treatment. r) Behaviour. 
Four Months. or Otherwise. 
I M. 44 D., one capsule three times a day. 125 0 1 Worse Unchanged. 
M., two tablets twice a day. 
II M. 22 D., one capsule three times a day. 127 11 1 91 Unchanged. 
M., two tablets twice a day. 
Il M. 43 D., one capsule three times a day. 127 0 0 0 Benefit. 
M., two tablets twice a day. 
IV M. 37 D., one capsule three times a day. 127 1 0 100 Benefit. 
M., two tablets twice a day. 
if M. 30 D., one capsule three times a day. 126 1 1 0 Unchanged. 
M., two tablets twice a day. 
VI F. 43 D., one capsule three times a day. 125 1 0 100 Unchanged. 
M., two tablets twice a day. | 
VII F. 45 D., one capsule three times a day. 125 2 0 100 Benefit. 
M., two tablets twice a day. 
VIII F. 65 D., one capsule three times a day. 127 0 0 | 0 Benefit. 
M., two tablets twice a day. | | 
1“M” = “Mysoline”, 0-25 gramme; “D.” = “Dilantin”, 1:5 grains. 
TABLE II. 
““Mysoline”’ Only. 
} 
Previous 
Average 
Case Sex. Age. Daily Dosage of . _ Days of Incidence of Fits During Percentage Behaviour. 
Number. (Years.) “‘Mysoline’”* | Treatment. Fits Over Treatment. Reduction 
| Four Months. of Fits. 
| 
Ix M. 29 Three tablets in morning. | 132 33 24 21 Unchanged. 
Two tablets at night. | 
x M. 31 Three tablets in morning. 132 15 | 53 Unchanged. 
Two tablets at night. 
xI M. 28 | Two tablets in morning. | 187 6 4 33 Unchanged. 
Three tablets at night. | 
xIl  M. 30 Two tablets twice a day. | —- 198 0 0 0 Benefit. 
XIII M. 22 Two tablets twice a day. | 127 1 0 Benefit. 
XIV M. 38 Two tablets in morning. 128 0 0 0 ©@© | Benefit. 
Three tablets at night. | 
XV M. 48 Two tablets twice a day. | 125 5 5 0 Benefit. 
XVI F. _ 49 Two tablets twice a day. } 127 7 0 100 Benefit. 
XVII F. 35 Two tablets twice a day. 101 Unknown 3 Unknown | Unchanged. 
XVIII F. 37 Two tablets twice a day. | 50 1 0 100 Worse. 
10-25 gramme. 


Side Effects. 


With the dosage used, side effects were few and transient. 
Two patients developed nystagmus, drowsiness and a 
drunken gait on the first day of treatment, a few hours 
after receiving only one tablet of ‘“Mysoline” (0-25 
gramme). These symptoms disappeared the following day, 
and did not return, and treatment was not stopped on 
account of this. One of these patients said that she had 
had the same symptoms when she originally commenced 
“Dilantin” therapy. One patient became drowsy on the 
tenth day, and slept for two hours in the afternoon. One 
patient became confused and violent during the sixth week, 
and treatment was suspended. Regular clinical examination 
revealed no other symptoms or signs during the course of 
treatment. Drug rash was not observed. Blood counts 
(hemoglobin estimation, total and differential white cell 
counts) and urine examinations revealed no abnormality. 


Summary. 
1. “Mysoline” treatment of 18 mental hospital epileptics 
is described. 





2. Over a four months’ period the anticonvulsive proper- 
ties of “Mysoline’’ were found to be better than (nine 
eases), as good as (eight cases), and worse than (one 
case) those of previous forms of treatment. 


3. An improvement in behaviour is noted in nine cases. 
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“MYSOLINE”—ITS USE IN EPILEPSY. 





By JoHn A. GAME, 


Acting Honorary Neurologist, Alfred Hospital, 
Melbourne. 





THE first clinical report of the use of “Mysoline” 
(5-phenyl-5-ethyl-hexahydropyrimidine-4:6-dione) (Handley 
and Stewart, 1952) was most encouraging. 


As this report was confined to experience in an epileptic 
colony, it was decided, with the cooperation of Imperial 
Chemical (Pharmaceuticals) Limited, to try to reach an 
evaluation of the drug when used for hospital out-patients 
over a six months’ period. The limitations of such a short- 
term evaluation were fully appreciated from the outset; 
but the importance of the original claims seemed to warrant 
the early appraisal and report of any experience which 
appeared to modify them. 


Materials and Method. 


It was decided to select for trial 20 patients whose 
epilepsy was not being controlled effectively with various 
combinations of anti-convulsants in current use. They 
were in effect our 20 most difficult patients. They all suffer 
grand mal and various forms of lesser attacks, including 
focal motor or sensory attacks, other minor attacks having 
the signal of focal origin such as temporal lobe epilepsy, 
and the more classical petit mal. In mest cases the exis- 
tence of some structural abnormality of the brain is 
suspected, and in many it has been demonstrated by air 
encephalography or angiography. These abnormalities 
include dilatation of the ventricles, either confined to one 
region or uniform throughout their extent, angioma cerebri 
and Sturges-Weber syndrome. 


The patients vary in intelligence from well above 
average to mild degrees of mental defect, and their 
personalities cover an equally wide range. Their ages are 
scattered between nine and fifty-three years, and they have 
been subject to epileptic attacks for periods varying from 
six months to twenty years, the average being approxi- 
mately twelve years. 

The frequency of attacks in individual patients at the 
time when the trial began varied from the occurrence 
of one per month to several major attacks per day. Some 
years ago one of the patients had had a period of six 
months’ freedom from attacks; but-the majority had never 
enjoyed anything like as long a respite. 

The method of introducing the drug was that suggested 
by Handley and Stewart (1952), but for reasons to be 
stated below, this has drawbacks. While they were still 
taking their previous treatment, the patients were given 
0-25 gramme of “Mysoline” twice a day. On each fourth 
day thereafter the dose of ‘“Mysoline’ was increased by 
one tablet until four, five or six tablets were being taken 
daily (in divided doses twice or three times a day before 
meals). 

Beginning from the end of the first or second week, the 
dosage of the previous medicine (in most instances pheno- 
barbitone, sodium-5-5 diphenylhydantoinate and/or 3- 
methyl-5-phenyl-5 ethyl-hydantoin (methoin)) was reduced 
by one tablet or capsule per diem until it was totally 
eliminated; usually the phenobarbitone was reduced first, 
then the sodium diphenylhydantoinate, and finally the 
methoin. i 

Each patient was given a small note book, and asked 
to record on the left side page the number of attacks, and 
on the right hand page how he felt, the records to be made 
daily. The patients attended the neurological out-patient 
department weekly at first, and as their dosage became 
established the visits were gradually extended to once 
a month. 

At each visit a note was made of their recorded number 
of seizures and their well-being, and of one’s personal 
evaluation of their clinical state and subjective impressions, 
with special attention to side effects. 


It is necessary here to state one’s impressions of the 
limitations of the strictly statistical method of evaluating 
anti-convulsant drugs. Many of our patients hold gainful 
employment, and they all live in their own homes. In 
this respect they are far more representative of the large 
mass of epileptic people than those who live in epileptic 
colonies. Such people demand more than mere suppression 
of their attacks; they must have also the physical vigour 
and mental alertness to do their jobs. Therefore, any 
assessment of a drug based purely on the statistical 
analysis of the number of attacks can tell only half the 
story. Furthermore, one’s experience in both hospital out- 
patient and private practice leads one to doubt whether 
any such assessment can be made with even reasonable 
accuracy. Patients and their relatives can seldom make 
reliable records by any method. Many attacks pass 
unnoticed; what one patient ignores as a “feeling” or 
warning another calls an attack, and what are called “big” 
attacks by some and “small” attacks by others is anybody’s 
business. Seldom, however, will patients or relatives fail 
to tell one at their regular visits whether they have been 
“better” or “worse” since their last visit. Their testimony 
as to whether they are now better or worse than six or 
twelve months ago is far less reliable. Therefore, an 
attempt has been made to assess this from past records 
and by cross-questioning of the patients in the light of 
these records. It is thought that a good deal of reliance 
can be placed upon patients’ stated preference for this or 
that drug or combination of drugs. 


As an independent check we have had most of the 
patients, and when possible their relatives, interviewed by 
a medical social worker attached to the clinic, and her 
assessment has been recorded separately; for various 
reasons such interviews could not be arranged in three 
instances. 

All patients in the series have had a full neurological 
examination, an X-ray examination of the cranium and 
chest and an electroencephalographic examination, and 
most have at some time been in the wards for full investi- 
gation by air encephalography and, where indicated, per- 
cutaneous carotid angiography. As the series is obviously 
too small to relate results of treatment to any pathological 
grouping of patients, those details will not be recorded, 
but are available for inspection. 


Side Effects. 


Drowsiness and drunkenness were the rule rather than 
the exception during the first few weeks (Table I). 
Obviously, this was to some extent due to the continued 
intake of previous drugs in addition to “Mysoline” during 
the initial stages of treatment; as will be shown, different 
methods of introducing the drug are necessary. 


Of particular interest was the individual variation in 
susceptibility to these side effects. Whilst the majority 
of the patients, taking two tablets of “Mysoline” per diem 
in addition to their previous medicine, were almost 
amusingly drunken (women and children too), one young 
man consistently reported a feeling of “liveliness and 
amazing energy” and looked well, and others were only 
a little affected. One woman of higher intelligence and 
unusual activity has been consistently pleased with the 
drug because, despite more drowsiness than formerly, she 
is conscious of a much greater sense of well-being. 


At the other extreme, one patient had to be admitted 
to hospital. * 


R.G., a male patient, aged twenty-seven years, is suffering 
from post-traumatic epilepsy. On the tenth day of “Myso- 
line” therapy his vision was blurred, his speech was thick 
and he was sleeping excessively. He was admitted to hospital 
on the fourteenth day. He was “dopy”, had half-closed 
bleary eyes and could not stand or walk without falling, 
and his speech was unintelligible. Apart from his ataxia 
and depressed consciousness, no other objective neurological 
signs were detected. The administration of ‘“Mysoline”, 
10 gramme per diem, was continued, but all other drugs 
were withdrawn. After twelve days the patient was vastly 
improved and discharged to his home. At his worst stage 
an electroencephalographic examination revealed diffuse 
slow activity (not sleep rhythm), whereas earlier and later 
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records were normal. A full blood count, cerebro-spinal 
fluid examination, an electrocardiographic examination and a 
microscopic examination of the urine all gave normal results. 

With further experience one’s opinion now is that “Myso- 
line” can be taken by the majority of people without 
serious inconvenience from its side effects, if modified 
methods of introduction and gradual increase to the recom- 
mended dosage are followed. 

It is now the practice to begin with one tablet taken at 
night time in lieu of part or whole of the evening dose of 
other drugs which the patient is taking. This is continued 
for two weeks. This procedure has been adopted because 
one’s past experience has confirmed the observation of 
Handley and Stewart (1952) that the initial symptoms of 
drowsiness and drunkenness tend to disappear as the 
patient becomes accustomed to the drug. Although the 
period of action of an individual dose is unknown, the 











TABLE I. 
Number of 
Condition. Cases. 
yt tee alertness from beginning 1 
ys se 5 
slight — : gonfusi Seaton “drow sinese Dy ; 
2) ga Ww) and sleep: 

Very unable to walk, talk or feed 3 

Inconclusive assessment due to aleohollen 
and temperament 1 
Total ee a vs 20 








manufacturers, through Dr. L. B. Wevill (private com- 
munication), have advised that they consider the maximal 
effect to be about four hours after administration. The 
object is to enable the patient to become accustomed to 
the drug during his normal sleeping period and so to suffer 
no inconvenience during his waking hours. The patients 
comment that they enjoy better sleep during this initial 
period. 

From this point, it is now the practice to increase the 
dose of ““Mysoline’”’ by one tablet per week with reduction 
of the dose of phenobarbitone or phemitone pari passu. 
The dose of sodium diphenylhydantoinate is now left 
unaltered, as there seems little doubt that the most effective 
routine use of “Mysoline” will be in combination with 
sodium diphenylhydantoinate. 

By the use of these methods the early side effects have 
been much reduced, but not eliminated. However, one 
feels more confidence in encouraging the patients during 
this phase and in assuring them of their ultimate 
improvement. 

Once the patients are past this initial stage, the recur- 
rence of the side effects with increase in dosage may 
become a problem. One’s current experience is that four 
or sometimes five or six 0-25. gramme tablets of “Mysoline” 
per diem are the optimum, when combined with sodium 
diphenylhydantoinate. With larger doses drowsiness and 
unsteadiness tend to reappear. 

There has been no instance of any dangerous metabolic 
toxic effects from taking “Mysoline”. 

It is encouraging to speculate how effective this non- 
toxic drug could be if the inconvenient side effects did not 
prevent the use of larger doses, and one hopes that the 
chemists will soon achieve a suitable modification. 


Results. 


As the object of the trial was to assess the value of 
“Mysoline” as an anti-convulsant drug in humans under 
normal clinical conditions, it was not combined with other 
drugs during this initial six months’ period of trial. 


No statistical statement of the results could be made 
from so small a series; nor, for reasons already given, is 
such a_ statement considered necessarily reliable in 
revealing the true value of an anti-convulsant drug. 


Some impressions of the value of “Mysoline”’ have 
already been implied in the discussion of side effects, and 
experience is providing a firmer opinion and knowledge 
of the use and limitations of this drug. 


Tabulation of our results (Table II) suggests that most 
patients can be maintained on “Mysoline” alone, as well 
as they have been in the past by the combination of other 
drugs. Some, perhaps about half, are better maintained, 
and of these a few are very much better controlled. 


In the five instances of discontinuance of the drug, this 
was mainly the result of the patient’s temperamental or 
personal unsuitability for cooperation in a trial of this 
nature. In no instance was the patient’s epilepsy definitely 
worse, nor was the abandonment due to severe side effects. 
Those who experienced the worst side effects valiantly 
carried on, and thanks are due to them. 


























TABLE II. 
Medical Almoner’s 
Assessment Assessment, 
Effects of “‘Mysoline’’. (Number of (Number of 
Patients.) Patients.) 
Improved + pd + (no attacks) 1 1 
Improved + —s adh 1 3 
Improved Ey ay oN os at 7 6 
No change i oe a> ‘ee 6 2 
Unclassi! a. és ee << es Nil 8! 
Worse .. eo Sc a aie fe Nil Nil 
Drug discontinued .. > és o* 5 5 
Total pe r iq 4 20 20 





2 Not interviewed by almoner. 


Since the completion of the six months’ period of trial 
with “Mysoline”’ alone, sodium phenylhydantoinate has 
been added in many cases, and there are indications that 
more can be expected from this combination than from 
the use of “Mysoline” alone. A further prolonged period of 
observation will be necessary before any conclusions can 
be drawn. 


Discussion. 

Reference has already been made in earlier paragraphs 
to various aspects of the problem. 

The number of patients and the length of experience 
are both too small to ailow lasting conclusions to be 
formed. The constant appeal of those afflicted with epilepsy 
for better control of their disorder seems ample justification 
for the publication of early impressions of a new drug for 
which much has already been claimed. The fact that one’s 
impressions are that “Mysoline” is a drug worthy of serious 
consideration for a place in the treatment of these patients, 
seems a further reason for the publication of impressions 
and experience which may help others to save time_and 
avoid difficulties in the introductory phase, and so reach 
valid conelusions earlier. 


Summary. 


The experiences and impressions of the use of “Mysoline” 
alone, in substitution for drugs in current use, gained 
in the treatment of 20 severely epileptic patients in a neuro- 
logical out-patient department for a period of six months, 
are discussed. 

No patients became worse, and about half were improved, 
some considerably so, and one becoming completely free 
of seizures. 

The treatment was accompanied in many cases by initial 
side effects of considerable and incapacitating degree, but 
no dangerous metabolic toxic effects were observed. 


Suggested modifications of method and dosage in the 
introductory phase are expected to diminish these side 
effects to practical proportions, and so widen the scope 
of usefulness of the drug. 
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Subsequent observations suggest that the combination of 
“Mysoline” and sodium diphenylhydantoinate may produce 


better results than “Mysoline” alone. 
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“MYSOLINE”:! A CLINICAL EVALUATION OF A NEW 
DRUG IN THE TREATMENT OF REFRACTORY CASES 


OF EPILEPSY. 





By GEorGE SELBY. 
From the R.S.L. Northcott Neurological Centre, 
North Sydney. 





Durina the past fifteen years several good anti- 
convulsants have become available and have enabled us to 
reduce the frequency of fits and make life tolerable for the 
majority of our epileptic patients. There remains, however, 
a hard core of epileptics who are resistant to all our 
therapeutic efforts, and the search for more efficient drugs 
to inhibit convulsions continues. 


In 1949, Bogue and Carrington (1953) found a new anti- 
convulsant drug now known as “Mysoline”. Laboratory 
tests proved this new compound of extremely low toxicity, 
both acute and chronic, and showed that its anti-convulsant 
potency compared favourably with that of all other drugs 
used in the treatment of epilepsy, when the effective dose 
was considered in relation to the toxic dose. 


“Mysoline” may be considered as a derivative of pheno- 
barbitone in which the oxygen in the urea grouping of the 
barbituric acid is replaced by two atoms of hydrogen. Its 
chemical name is 5-phenyl-5-ethyl-hexahydropyrimidine-4: 6- 
dione. 

The first clinical trial was carried out by Handley and 
Stewart in England and was published in April, 1952. They 
reported cessation of seizures in 30%, and improvement in 
a further 47-5% of 40 chronic epileptics with mainly grand 
mal seizures, over a trial period of six months. No changes 
in the blood, renal damage or other serious toxic effects 
were noted. 

More recent reports have ‘come from Canada, where 
Smith and McNaughton (1953) observed a reduction of 50% 
or more in the fit incidence of 23 out of 51 epileptics who 
had taken “Mysoline” for from four to sixteen months. 
They mention also lessening in psycho-motor seizures in 
four patients with an electroencephalographic focus in the 
temporal lobe. In their total series of 66 cases, treatment 
had to be discontinued within six weeks in 10 patients, 
five of whom exhibited psychiatric manifestations. Another 
seven of their patients had transient minor emotional dis- 
turbances, which ceased in spite of continuation of therapy. 
Again no toxic damage to the marrow or kidneys was 
found. 

Bonkalo and Arthurs (1953) selected 18 patients from 
their psychiatric clinic in Toronto, 10 of whom had clinical 
epilepsy and eight of whom suffered from episodic 
psychiatric manifestations, with electroencephalographic 
abnormalities in the temporal lobes, but no true seizures. 
“Mysoline” produced a significant reduction of fits in nine 
of their 10 epileptic patients, but had no effect on the eight 
psychiatric patients. They found favourable personality 
changes in five of their patients, and remark on the absence 
of serious toxic effects, though one of their patients 
developed a rash apparently due to the drug. 


Butter (1953) reported his observations on 58 sane male 
epileptics at the Saint David’s Hospital, Edmonton, 
England. All his patients had proved resistant to other 
anti-convulsants in full dosage, and the period of his trial 
extended over fifteen months. The frequency of fits was 





1“Mysoline”’ is the registered trade-mark of Imperial Chemical 
(Pharmaceuticals) Limited. 





reduced by 25% or more in 35% of his cases, and in a 
further 15% the patients “felt better’, though there was no 
significant reduction in their fit incidence. Treatment was 
discontinued in 50% of his series, either because the 
patients felt drowsy or because the number of their seizures 
had not decreased. Apart from drowsiness he found no 
disagreeable side-effects or toxic changes. 


Adderley and Monro (1953) found the drug an efficient 
anti-convulsant in epileptics with associated mental dis- 
order, and remark on the dramatic improvement in 
behaviour and sociability of some of their patients, though 
the more psychotic subjects did not show this favourable 
response. 

Calnan and Borrelli (1953) describe abolition of fits in 
four of six patients with major epilepsy treated with 
“Mysoline” for nine months, and comment that two of their 
patients felt much better and more energetic during 
“Mysoline” therapy than when receiving other drugs. 


The Present Investigation. 


This clinical trial was begun in November, 1952. The 
patients were selected from out-patients” attending the 
R.S.L. Northcott Neurological Centre and the out-patient 
department of the Royal Prince Alfred Hospital. The sole 
criterion for their selection was that their fits had proved 
resistant to other anti-convulsants in full dosage and in 
various combinations over a period of at least six months, 
though in the majority of cases this period extended to 
several years. At the time of starting the trial their 
condition was the best that could be achieved with the 
other anti-convulsants. 

Accurate information regarding the fit incidence during 
the six months preceding the trial was available in almost 
all cases, either from our case records or from the patients 
and their relatives, many of whom had kept a diary of 
their seizures. The patients were told of the change in 
their treatment and were asked to keep accurate details of 
their seizures and to report for review at monthly intervals. 
It was realized that this might introduce an error in the 
assessment of the results, for epileptics frequently show 
temporary improvement when starting on any new form of 
therapy. However, there appeared to be no certain method 
of avoiding this difficulty. Handley and Stewart had given 
inert tablets indistinguishable from “Mysoline” to a control 
group at the beginning of their trial, but dropped this 
method after two months, because the difference in response 
of the treated and control groups was so great as to leave 
no doubt that the drug was responsible. 


Whereas in the clinical trials so far reported “Mysoline” 
was used alone in the majority of cases, I decided to 
determine its efficiency in combination with other anti- 
convulsants. This decision was based on previous experience 
that with most epileptics better results can be achieved 
with a combination of drugs than with one _ single 
compound. Also the toxic reactions and side-effects of the 
individual drug can often be avoided by using each drug in 
relatively smaller dosage. Two patients, however, were not 
taking any anti-convulsants at the time when “Mysoline” 
therapy was begun, and both responded well to this drug 
alone. 

Of the 30 patients intended for the trial, six had to be 
dropped or excluded from the analysis of results: one has 
been receiving the drug for four months only though free 
from fits; one failed to return for review after the first 
month of treatment; one was found to harbour a cerebral 
tumour a few weeks after starting “Mysoline” therapy, 
though the results of earlier complete neurosurgical inves- 
tigations had proved negative; two admitted to having 
been most irregular in taking their tablets, and one of 
these was found to have hysterical fits in addition to her 
epileptic seizures; the sixth was suffering from juvenile 
petit mal (pyknolepsy), and “Mysoline” therapy was aban- 
doned after four weeks during which the patient showed 
no improvement. 

This leaves 24 patients, nine of whom have taken the 
drug for eight months, five for seven months and 10 for 
six months. Because of this variation in the period of 

















710 THE MEDICAL JOURNAL OF AUSTRALIA NOVEMBER 7, 1953 








treatment, it was thought preferable to state the results in 
terms of monthly average fit incidence rather than as the 
total number of seizures during the trial period. Neither 
method, however, could give a complete indication of the 
distribution of seizures. One patient, for example, who 
had averaged 16 major fits a month during the six months 
preceding the trial, had 10 milder grand mal seizures “on 
one day while receiving “Mysoline” and no more during 
the remainder of her six months’ treatment with this drug. 


Twelve of the patients were males and 12 were females. 
Their ages ranged from five years to fifty-one years, and 
five of them were children under fourteen years of age. 


The history of the duration of epilepsy varied from six 
months to thirty-nine years. Eighteen of the patients, or 
75%, had taken fits for more than five years. 


Clinical Types of Epilepsy. 


With regard to clinical types of epilepsy, 17 cases were 
diagnosed as “idiopathic” epilepsy; in these no family 
history was known, and no other cerebral abnormality was 
found on investigation. Two cases came into the category 
of genetic epilepsy, but in one of these the patient was 
found to have generalized cerebral atrophy on air 
encephalography. Four patients suffered from epilepsy 
secondary to cerebral damage from birth injury or 
unknown causes, and three of these were mentally deficient. 
One patient had epilepsy associated with microcephaly. 


TABLE I. 
Types of Seizures. 





| Number of 





Type of Seizure. | Cases. 
Major fits only : 1 
Minor motor seizures only i oe 1 
Psycho-motor attacks only ‘ eS 1 
tet fits and minor motor seizures 16 
Major fits and psycho-motor attacks .. | 4 
Major, minor er and Hanaeh — | . 


seizures .. a 





The electroencephalogram was abnormal in all 24 cases 
and, in general, was consistent with the clinical diagnosis. 


Types of Seizures. 


The following are the types of seizures referred to. (i) 
The term “major fit” (“M” in the table) is used only for 
true grand mal attacks and implies loss of consciousness, 
rigidity and convulsions. (ii) “Minor motor” seizures 
(“m-m” in the table) are physiologically related to grand 
mal and not to true petit mal. They are suppressed or 
“larval” major fits with impairment or loss of consciousness 
for from a few seconds to two minutes. Though the patient 
may fall, there is little rigidity and no convulsions. In 
this group are also included aure which do not develop 
into a fit, and the momentary absences so common in the 
majority of epileptics. (iii) The term “psycho-motor” 
attack (‘“‘p-m” in the table) is used in the definition of 
Gibbs (1947)—“periods of confusion with inco-ordination 
and apparently purposeful movements”. In our series it 
includes also the temporal lobe seizures consisting of a 
transient sensation of unwarranted and intense familiarity 
with a new experience, the déja@ vu phenomenon, or of 
momentary hallucinations of taste or smell. 


Table I shows the distribution of the types of seizure in 
the 24 cases under review. Twenty-two patients had suffered 
major convulsions during the six months prior to starting 
on “Mysoline” therapy, while the remaining two patients 
had taken major fits earlier in their epileptic career, but 
had none during the six months preceding the trial. 


Dosage. 


At the beginning of the trial ‘“Mysoline” was introduced 
fairly rapidly; treatment began with one tablet of 0-25 





gramme twice daily, and a further tablet was added at 
intervals of three days. Side-effects of drowsiness and 
ataxia were rather distressing with this method, and it was 
decided to introduce the drug more slowly. As most of the 
patients had suffered from epilepsy for several years there 
appeared to be no cause for hurry, and the following dosage 
scheme was adopted (Table II): 


TABLE II. 





Number of Tablets Given. 
Stage of 
Treatment. 





Noon. | Evening. 


| 
| 
\ 


Patients who were taking phenobarbitone or “Prominal” 
before starting on “Mysoline’ were asked to omit the 
evening dose during the third week, the noon dose during 
the fourth week and the morning dose in the fifth week. 


If side-effects were not great, or if fits persisted, a fourth 
tablet was then given with the evening dose, and in seven 
cases two further tablets were added at weekly intervals. 
It was found that two tablets three times daily, or 1-50 
grammes per day, was the most patients would tolerate 
without distressing side-effects. Nine of the 19 adult 
patients could not tolerate more than four tablets, or 1-00 
gramme, per day and complained of severe drowsiness or 
ataxia if the dose was increased beyond this. 


The distribution of tablets must also be ederiaes | in 
accordance with the time incidence of fits, and patients 
with predominantly nocturnal seizures were found to 
respond best to one tablet in the morning, one at mid-day 
and two at night. 

As “Mysoline” is chemically related to phenobarbitone 
and thus belongs to the sedative group of anti-convulsants, 
which are thought to protect the unstable brain from the 
epileptic discharge, 22 of the patients in this series were 
asked to continue taking hydantoins, “Dilantin” or 
“Mesantoin”, which are said to act by inhibiting the 
epileptic process directly without depressing cerebral 
activity. 

The final dose of “Mysoline” varied with each individual 
patient, and was usually the maximum amount that the 
patient would tolerate without complaining of any per- 
sistent unpleasant side-reactions. 


The dose of “Mysoline” taken by the 19 adult patients is 
shown in Table III. 





| 
| Morning. 
| 


First week oe “eae | 
Second week Ls a 
Third week | 
Fourth week | 


bt at et 





TABLE III. 
Dosage of “‘Mysoline”’ Used. 
1 





Daily Dose of | 

ysoline”’ | Number of 
(Grammes) in | Cases, 
Divided Doses. 





0-75 | 
| 
| 


NOt 





The dose used for the five children varied with their 
ages, and all of them tolerated the drug well. 


As the drug was introduced slowly in all but three cases 
of this series, the “period of ‘Mysoline’ therapy” for the 
purpose of analysis of the results was calculated from the 
first day when a daily dose of 0-75 gramme of “Mysoline” 
was taken, excepting in one case (that of a child) in 
which a final dose of 0:37 gramme a day was established. 
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Worse. 





m-m. | p-m. 


Fits. 





Percentage 
Reduction of 


M. 





100 
100 





ddi- 
few 


ness for first few 


days. 


drowsi- 


Side-Effects, 
Slight drowsi- 
ness and 
Slight 

for first 


days. 





2 


p-m. 





0-2 





Monthly Average 
Fit Incidence on 
“‘Mysoline” Therapy. 





None. 
None. 





Drugs Given 
with 
““Mysoline’’. 
“Dilantin.” 
“Dilantin.” 





1-50 
0-37 


Daily 
Dose of 
“My- 
soline’’. 
) \(Grammes.) 





Period of 
“My- 
soline”’ 
Aberepy, 

8. 


(Mont! 





p-m. 





TABLE IV.—Continued. 
Summary of Clinical Details and Response to “‘Mysoline” Therapy of Twenty-four Patients —Continued. 


g Six 


Months Before 


Rare. 


a 





Monthly Average 
Fit Incidence 
Durin, 
“Mysoline”’. 


1-5 
0:8 








Previous 
Therapy. 
“Dilantin”, pheno- 


“Dilantin”, pheno- 
barbitone. 


barbitone. 





tion 
of 
fa 
lepsy. 
(Years.) 
4 


Dura- 








ge basic 
oc- 

os 

left 

ms of bi- 
4-7 c.p.s. 


Electro- 
encephalogram. 
ional 5-7 c. 


waves in 
¢.p.s. rhythm with 


Low volta 

rhythm ; 

cas’ 

temporal region. 

High voltage 8-9 
roxys 

aren 

activity. 





Clinical 
Diagnosis. 
pathic” 
epsy of late 
normal. 
ilepsy, grand 


mal, 


“Idio 

epil 
Angiograms: 
no A 
“Tdiopathic” 


+8) ° 
AEG: 


ep’ 





Age. 
M. 
51. 
F.F. 
M. = major fit; m-m. = minor motor seizure ; p-m. = psycho-motor attack ; AEG = air encephalogram. 


Sex, 
AC, 











Patient. 








Results of Treatment. 


The manifestations of epilepsy are so complex, capricious 
and variable that no absolutely rigid criteria are possible 
in assessing the value of a new drug. Two factors from 
which we can determine our results are (i) reduction in 
the number of attacks, which can be established with 
reasonable accuracy, and (ii) changes in the quality of 
attacks, or in the patient’s general feeling of well-being, 
which are essentially subjective and therefore influenced 
by psychological factors, such as the patient’s hope of cure 
from the new drug, or his fear of being a “guinea-pig” in a 
medical experiment. 

Although 13 patients who continued having seizures 
while receiving “Mysoline” reported that these were milder 
than their fits before taking the drug, no account was taken 
of this in the statistical analysis of the results of treat- 
ment, which is based solely on the reduction in the number 
_ of attacks. 

Table IV gives the clinical details, the drugs used and 
their dosage, and the fit incidence before and during 
“Mysoline” therapy for each of the 24 patients. 


The results of treatment for the entire series are sum- 
marized in Table V. Improvement is regarded as significant 
if the number of seizures decreased by two-thirds or more 
during the period of “Mysoline” therapy as compared with 
the preceding six months. 

Table VI analyses the effect of “Mysoline” therapy on the 
individual types of seizures. Although 18 patients suffered 
from minor motor seizures, the effect of the drug on this 
type of attack could be assessed only in nine, as the others 
were unable to provide reliable data of the frequency of 
these seizures either before or during “Mysoline” treat- 
ment. 

Patients who had both major fits and minor motor 
seizures were regarded as improved if the number of major 
fits decreased by two-thirds or more, and if—though 
uncertain of the exact number—they considered the 
incidence of minor attacks no greater than before starting 
on “Mysoline” therapy. 

The psycho-motor type of attack showed the least 
response to treatment, only one of six patients being signifi- 
cantly improved. Of the five other patients in this group 
two reported a 50% reduction, and one a 33% reduction in 
the number of their seizures; in one case their frequency 
remained unchanged, and the fifth patient paid for the 
abolition of his major fits with an increase in the number 
of psycho-motor attacks. 

In two of the three cases in which major fits failed to 
improve, the minor motor seizures did likewise, while in 
the third the incidence of psycho-motor attacks was 
reduced by one-half. 

Three of the 10 patients who remained free from major 
fits after starting on “Mysoline” therapy had averaged from 
eight to 12 seizures a month prior to taking the drug. One 
child who has remained free from all attacks during eight 
months on “Mysoline” therapy previously used to suffer 
from more than 200 minor motor seizures each month, in 
spite of large doses of a variety of anti-convulsants. 


These figures, however, cannot give us the complete 
picture of the improvement reported by some of the 
patients, 10 of whom spontaneously remarked on a feeling 
of well-being that they had missed for years, or mentioned 
an increase in mental, alertness and in their capacity for 
work. Three patients who had been dependent on an 
invalid pension because their fits precluded employment 
were able to return to work, and the parents of four of the 
five children described a considerable improvement in their 
behaviour. 


Side-effects. 


Only one of the 24 patients experienced no side-effects at 
all. The other 23 complained mostly of drowsiness and of 
difficulty in getting out of bed in the morning, and 18 of 
them experienced giddiness, a feeling of drunkenness and 
some ataxia. These symptoms were only mild in 11 cases 
and moderately severe in 12; in some of the latter they 
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prevented an increase in dosage. An analysis of the 
incidence of side-effects is shown in Table VII. 

In all 23 patients the side-effects passed off after periods 
varying from one day to three months, in spite of con- 
tinuation of treatment, but several patients complained of 
renewed drowsiness and giddiness lasting a few days each 
time the dose was increased. One man experienced severe 
ataxia and nausea after the first two tablets, but none after- 
wards. The variation in the duration of side-effects is 
shown in Table VIII. 

The emotional disturbances observed in six cases merit 
some further discussion. Three patients developed 
hysterical manifestations while under treatment with 








“Mysoline”. Two of them presented with hysterical fits 
TABLE V. 
Results of Treatment. 
Number of 
Result. Patients. 

Free from attacks . 4 (16-6%) 
Reduction of two-thirds or more. 16 (66°8%) 
No significant improvement . 4 (16-6%) 








which I was fortunate enough to witness, while the third 
exhibited a severe hysterical ataxia, paresis of the legs and 
blindness, all of which disappeared after the patient had 
spent three days in hospital without interruption of 
“Mysoline” therapy. Two of these patients had been under 
psychiatric care for several years, and all three recovered 
from their functional symptoms though “Mysoline” therapy 
was continued. 

One young woman complained of emotional lability and 
presented with attacks of unprovoked and uncontrollable 
weeping, which ceased after the first four weeks on 
“Mysoline” therapy. Two patients mentioned transient 
unpleasant feelings of tension and had brief temper out- 


TABLE VI. 
Analysis of Results of Treatment in the Different Types of Seizure. 











Number 
Type of Seizure. 0 Free from | Improved. Not 
Patients. Attacks. Improved. 
Major fits .. nie 22 10 (45-5%) 9 (40-9%) 3 (138-6%) 
Major fits and minor 
motor seizures .. 17 2(11:8%) | 18 (76-4%) | 2(11°8%) 
Minor motor seizures 9 3 (33-3%) 4 (44-4%) 2 (22-38%) 
Psycho-motor attacks _ 1 (16-6%) 5 (83-4%) 








bursts, which appeared to replace their fits; these were 
completely controlled by “Mysoline”. Both patients, how- 
ever, preferred these unpleasant sensations to their fits and 
chose to continue with the treatment. 

Finally, when the frequency of side-effects of a new drug 
is assessed, it must be appreciated that the specific inquiry 
for these symptoms in a clinical trial may induce the 
patient to take note of minor discomforts which he would 
ordinarily have disregarded. 


Discussion. 

The accurate evaluation of a new drug for the treatment 
of epilepsy is difficult because of a number of problems. 
When the trial is carried out with out-patients one has to 
depend entirely on the history obtained from them, while 
even in an epileptic colony or hospital some of the patients’ 
seizures may remain unobserved. There are no physical 
signs in this disease by which we can watch the patient’s 
progress, and no laboratory tests to compare with our 
clinical impressions. 

Unfortunately, the reduction or abolition of seizures is 
not always accompanied by a change in the patient’s 
electroencephalogram, and no reliable conclusions can be 
drawn from this method of investigation. 


The use of a control group of patients, as was pointed 
out earlier, is beset with many difficulties, and so one is 
left with only the patient as his own control. 


The regular contact with the patients in a clinical trial 
enables the physician to assess the reliability of their 
histories with reasonable confidence. Most of the patients 
in this series cooperated willingly and conscientiously and 
kept accurate records of their attacks. Only two patients 
were found to have been irregular in taking the drug and 
were dropped from the trial, and in only one of the cases 
included in the trial was some doubt left as to the 
regularity of the dosage. 











TABLE VII. 
Incidence of Side Effects. 
Number of 
Symptom. Patients. 
Drowsiness .. ss ea vs on 22 
Giddiness 18 
Ataxia me i ne - 13 
Slurring of speec ch | os 1 
Difficulty with visual accommodation : . 4 
Anorexia iy 4 
Nausea : ‘ } 2 
Emotional disturbances... - 32 | 6 


| 





No skin rashes were observed. Regular blood counts 
were available in only eight cases and showed no abnor- 
mality, and no albumin was found on repeated examination 
of the urine in 16 cases. 

Epilepsy is a chronic disease, and the incidence of fits 
in any one patient may vary widely from month to month. 
Most of the patients in this trial, however, took fits 
sufficiently often to permit us to draw reasonable con- 
clusions from a period of observation over six to eight 
months. As the number of patients in this trial was 


TABLE VIII. 
Duration of Side-Effects. 








Duration of Number of 
Side-Effects. Cases. 
| 
Less than one week 5 
One to four weeks... 14 
Four to eight weeks . 3 
Twelve weeks . 1 





relatively small, it was decided to choose the rigid criterion 
of a reduction in the fit incidence of two-thirds or more 
before considering the patient improved. 

All but one of the 22 patients who were given other anti- 
convulsants with “Mysoline’ had been taking the same 
drugs in equal or larger doses before the trial. Any reduc- 
tion in the number of their seizures must, therefore, ‘be 
due to “Mysoline” therapy. 


The result of this trial, showing significant improvement 
in 20 out of 24 patients (83-4%) suffering from major fits, 
can leave no doubt that “Mysoline” is an efficient drug in 
the treatment of grand mal epilepsy. Its efficiency in the 
control of psycho-motor seizures was, however, not nearly 
as encouraging, and it failed in the one case of juvenile 
petit mal in which it was used. Studies of larger series of 
patients suffering from the latter two varieties of attacks 
will be necessary before arriving at a definite conclusion. 

The absence of any serious toxic effects, reported in the 
literature to date and confirmed in this trial, is most 
encouraging and indicates that “Mysoline”’ may be used 
safely for out-patients without laboratory control. 


The disappearance of side-effects after the first few weeks 
of treatment in almost all cases further adds to the value 
of the drug, and it may be predicted with some confidence 
that “Mysoline” will prove to be one of the most useful 
anti-convulsants at our disposal. 
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‘ Summary. 


1. In 24 refractory cases of epilepsy the patients were 
treated with “Mysoline” for periods from six to eight 
months; in 22 of these the drug was used in combination 
with another anti-convulsant. 


2. Four patients (16-6%) remained free from all attacks, 
and a further 16 (66-8%) reported a reduction in the 
number of their seizures by two-thirds or more. 


3. Grand mal fits were significantly reduced in 19 of 22 
cases, but only one of six patients suffering from psycho- 
motor attacks showed a favourable response. 


4. The drug should be introduced gradually to the 
maximum each patient can tolerate without experiencing 
side-effects. A dose of 1-5 grammes daily was found to be 
well tolerated by most patients. 


5. Side-effects include drowsiness, dizziness, ataxia and 
disturbances of visual accommodation, but almost 
invariably pass off after the first few weeks of treatment. 


6. No serious toxic effects were encountered. 


7. The results of this trial are discussed, and it is felt 
that “Mysoline” is a valuable drug in the treatment of 
grand mal epilepsy. 
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SURGICAL TREATMENT OF RECURRENT PAROTITIS. 





By Howarp H. Eppey, B.Sc., F.R.C.S., F.R.A.C.S., 
AND 
GRAHAM MCKENZIE, M.S., F.R.C.S., F.R.A.C.S., 
Royal Melbourne Hospital, Melbourne. 





INFLAMMATION of the parotid salivary gland is most 
commonly seen in epidemic form due to the specific infec- 
tion of mumps. Far less common is suppurative parotitis, 
which develops in debilitated patients as a post-operative 
complication or during the course of a severe illness. There 
is, however, a third variety of parotitis, which is far from 
rare, and which, because of its tendency to recurrence, may 
cause a significant degree of disability. Described as 
recurrent or chronic parotitis, it occurs more frequently in 
children than in adults, but may be seen at any age. Treat- 
ment of the condition is unsatisfactory, and the commonly 
used measures are not very effective in preventing 


recurrences, although some amelioration of the attack 
itself May be obtained. This has led us to perform total 
parotidectomy for this condition, and two cases are 
reported below. The technique of the operation is such 
that integrity of the facial nerve is ensured. 


Clinical Features. 


An excellent account of the condition has been given by 
Bigler (1946), who described the findings in 60 cases. In 
12 cases which have come to our notice we have seen no 
significant variation from the description as presented by 
him, although more of our patients have been adults. 


The onset of the attack is marked by discomfort, soon 
followed by swelling in one parotid salivary gland. In 
approximately two-thirds of the cases the disease remains 
on the same side in the first and in any subsequent attack. 





Ficure I. 


Mrs. A.R., one year after operation, showing 
good contraction of the facial muscles and 
hence integrity of the nerve. 


In the remaining third the other parotid gland becomes 
involved later in the first attack or in one of the recur- 
rences, and in some cases the parotid glands are affected 
alternately in succeeding attacks. The swelling may remain 
for a few hours only, more commonly it lasts for several 
days, and in some it persists for two or three weeks. 
Mastication may have little effect on the size of the 
swelling but usually increases the discomfort. 

During the attack the opening of Stensen’s duct is 
reddened. Pressure over the duct may produce turbid 
saliva, but in the first twenty-four hours the opening 
appears dry and no fluid is obtained even on cannulization 
of the duct. 

Fever may occur, but in many cases it is of mild degree 
only, and there is often little constitutional disturbance, 
particularly in older children and adults. Culture of the 
fluid from the duct yields a growth of Streptococcus 


viridans in almost all cases, but the pneumococcus and 
Staphylococcus aureus are occasionally present. 


X-ray examination of the gland and duct rarely demon- 
strates a calculus. X-ray examination after injection of 
lipiodol into Stensen’s duct may show dilatation of the 
ducts within the gland, but this is not common. In most 
cases the duct system is within normal limits and there 


is no demonstrable sialoangiectasis. 
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The parotid gland swelling usually subsides completely 
at the end of the attack, but in cases with a long history 
of recurrences there is persistent swelling of some degree 
and the gland feels firmer than normal. Possibly there are 
cases of non-specific parotitis in which only one attack 
occurs and such cases present no problems in treatment. 
However, the disease is distinguished by its tendency to 
recur at intervals varying from weeks to months or even 
years. In many cases the attacks tend to become less 
frequent and less severe over a period of years, but in 
others the frequency and severity remain unaltered or 
increase. 


Many measures have been used in the treatment of this 


condition. The early attacks appear to respond to sympto- 
matic treatment, and of recent years penicillin has often 


been given the credit for subsidence of the swelling after © 





Ficure TI. 


Photograph of Mrs. A.R., one year after 
operation, showing the good: cosmetic result. 


Treatment. 


a few days. Continuing attacks lead to investigation by 
X rays, perhaps followed by dilatations of the duct orifice 
with or without instillation of antiseptics or antibiotics. 
Septic foci are sometimes regarded as a cause of the 
attacks and tonsillectomy and dental extractions follow. 
X-ray therapy to the parotid gland has been used, and it 
is stated that after radiation therapy the attacks become 
less frequent and severe. Bigler reported on its use in a 
number of cases in his series, and noted that there was 
some but variable improvement in these patients. 


All these methods of treatment have been stated to 
produce improvement and in some cases a complete cessa- 
tion of attacks. But there are undoubtedly many cases in 
which the use of all these procedures in turn does not 
prevent recurfence. This has led to surgical intervention 
aimed at denervating the affected gland by avulsion of the 
auriculo-temporal nerve. Only two cases in which this has 
been done have come to our notice, but both patients have 
continued to experience attacks of the disease. 


In severe cases in which repeated attacks occur at short 
intervals, it is often found that all these methods of treat- 
ment are unsatisfactory. Two such cases are reported 
here, and it is suggested that the treatment used—total 
parotidectomy—is indicated for patients with a similar 
degree of disability from this disease. 





Reports of Cases. 


Case I.—Mrs. A.R., aged twenty-eight years, was examined 
by one of us (G.M.) on November 30, 1951. She complained 
of recurrent swelling of the right side of her face of ten 
years’ duration. The attacks had become increasingly fre- 
quent and severe in the preceding two years, the swelling 
remaining for two or three weeks at a time. In the previous 
month the gland had been constantly swollen, with exacer- 
bation of swelling and discomfort when she attempted to 
eat. This, together with frequent discharge of purulent 
saliva into her mouth from time to time, had prevented her 
from eating solid food. She had been unable to work during 
recent attacks and was considering resigning from her 
position. During the ten-year period she had had X-ray 
examination of the parotid region on several occasions, 
including a lipiodol injection six months before. This had 
shown no abnormality of the gland. Treatment had included 
regular massage of the gland and duct dilatation, as well 


Ficur_e III. 
Photograph of B.T., two months after opera- 


tion, showing contraction of the facial muscles. 
There is still some slight lower facial weakness. 


as the systemic administration of penicillin and symptomatic 
measures during exacerbations. There had never been any 
swelling of the other parotid gland. 

Examination of the patient revealed a firm, slightly tender 
enlargement of the right parotid gland. The opening of 
Stensen’s duct was reddened, and pressure over the gland 
produced turbid saliva from the duct orifice. Culture from 
this subsequently yielded a growth of Streptococcus viridans. 
Another X-ray examination revealed a small opacity in the 
region of the duct orifice, and although no calculus could 
be felt it was thought advisable to explore the duct. This 
was done under local anesthesia on December 17, but no 
calculus was found. A probe passed readily into the duct, 
with no suggestion of obstruction by stricture. 


On January 2, 1952, she reported that the swelling had 
been more painful in the preceding ten days. Instillation 
of penicillin into the duct combined with massage and the 
local application of heat to the gland had produced no 
improvement. She had not been able to work during this 
time. 

On February 21, 1952, total parotidectomy was carried 
out. Her post-operative course was uneventful and at no 
stage was there any sign of facial weakness. She was 
discharged from hospital after eight days. Examination of 
sections of the parotid gland revealed dilatation of the 
larger tributaries of the duct system, perilobular fibrosis 
and replacement of the parenchyma by fat, with some foci 
of round-cell infiltration. 
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She was last examined on March 31, 1958, when the 
accompanying photographs were taken (Figures I and II). 
She had had no further symptoms. The scar and the 
depression behind the mandible due to absence of the parotid 
gland are not conspicuous, and she considers them a small 
price to pay for relief from her disability. 


Casp II—B.T., a boy, aged ten and a half years, was 
referred to one of us (H.H.E.) by Dr. J. Long, of Bendigo, 
on December 9, 1952. The child’s mother stated that the 
right parotid gland had first become enlarged two years 
previously, and the swelling had recurred at frequent inter- 
vals, each episode lasting two or three weeks. During the 
last six months the swelling of the gland had not subsided 
completely between attacks. In each attack the gland was 
painful and the child felt ili, so much so that he had spent 
more time at home than at school over the last two years. 
Eating did not increase the size of the gland but made the 
swelling more painful. Treatment had been ineffective; 





Ficure IV. 
Photograph of B.T., two months after operation, 
showing the good cosmetic result. 


sulphonamides, penicillin injections and irrigation of the 
duct with a variety of antiseptic solutions had all failed 
to prevent recurrence. X-ray examination of the gland area 


did not reveal a calculus. 

Because of the incapacitating nature of the condition and 
the lack of response to conservative treatment, total paro- 
tidectomy was advised, and this was performed on 
January 7. The post-operative course was uneventful, and 
the child was discharged from hospital five days later. For 
about one month after operation there was some lower facial 
weakness; this had almost completely recovered when the 
boy was examined on March 138 and his photographs were 
taken (Figures III and IV). The scar of operation is not 
very obvious and the parents are well pleased with the result. 


Total Parotidectomy for Recurrent Parotitis. 


It is not suggested that total parotidectomy is often 
required in the treatment of this condition. Most patients 
Progress through a varying number of recurrences to a 
state of freedom from attacks, and this may be hastened 
by the conservative measures commonly used in treatment. 
But cases do occur in which the disease becomes more 
severe as attack succeeds attack and more radical treat- 
ment is demanded. There is rarely any hesitation in 
advising the excision of a submandibular salivary gland 
which has become the site of chronic infection, with or 
without calculus formation. Fear of permanent damage to 
the facial nerve has deterred surgeons from adopting a 


similar attitude to the parotid gland; but if the main trunk 
of the nerve is identified before any dissection of the gland 
has been carried out, there should be no risk of permanent 
injury. Some temporary facial weakness due to handling 
of the nerve is possible, and the patient should be warned 
of this risk. The technique of total parotidectomy which 
has been followed has been described fully elsewhere 
(Eddey, 1951). 
Summary. 

Zz The clinical features of recurrent parotitis are 
described. These comprise swelling and discomfort in one 
or other parotid gland persisting for days or weeks and 
recurring at intervals. X-ray investigation commonly gives 
negative results. 

2. The usual methods of treatment are discussed briefly, 
and it is considered that they are unsatisfactory in pre- 
venting recurrences. Massage, dilatation of the duct, 
instillation of antibiotics and X-ray therapy may lessen the 
severity and frequency of attacks. 

3. Two severe cases are reported in which cure was 
effected by total parotidectomy. 

4. It is suggested that total parotidectomy should be 
considered in cases of unilateral parotitis in which 
frequent and severe attacks, unrelieved by other measures, 
are causing prolonged disability. 
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Reports of Cases, 


CHICKEN-POX PNEUMONIA AND ENCEPHALITIS 
TREATED WITH AUREOMYCIN, 


WITH RECOVERY. 





By R, Y. SouTHCOTT, 


Resident Medical Officer, Repatriation General Hospital, 
Springbank, South Australia. 





CHICKEN-POx is usually considered as one of the mildest 
of the infectious diseases of childhood, and one in which 
recovery can be confidently predicted. Although encephalitis 
is well known as a possible complication of chicken-pox, 
cases are comparatively rare. It is not commonly realized 
that pneumonia is a commoner complication of chicken-pox 
than is encephalitis. The impression given by most 
standard text-books is that when pneumonia does occur it 
is commonly due to the aspiration of septic fluids arising 
from ulceration of the pharynx secondary to pharyngeal 
vesiculation. It does not seem to be appreciated that more 
commonly the pneumonia associated with chicken-pox is 
of virus type, and presumably due to the invasion of the 
lungs by the virus of chicken-pox. That there are patho- 
logical grounds for this belief is shown in several reports 
of a general dissemination of chicken-pox lesions in fatal 
cases of chicken-pox that have come to autopsy. Thus 
Oppenheimer (1944) has described a case of congenital 
varicella in a premature infant who died at the age of 
eleven days, with widespread visceral areas of necrosis and 
typical intracellular inclusions in the lungs, the bronchioles 
and many viscera. Johnson (1940) has described similar 
areas of focal changes in many viscera (although the lungs 
and pleure were unaffected) in a child who died in the 
acute phase, Claudy (1947) described scattered flat nodular 
lesions, about three to eight millimetres across, raised 
above the surface, over the pleural surfaces of the lungs 
in his fatal case. He stated that these were “apparently 
varicella pocks on the pleura”, and that there were similar 
lesions within the pulmonary tissue and in the peripheral 
parts of the liver and spleen, which were histologically 
similar in structure. 
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These cases of “chicken-pox virus pneumonia” have been 
recorded more commonly in young adults than in subjects 
in other age groups, and in the past have shown a high 
fatality rate. Despite the fact that there is little evidence 
of a response of patients with ordinary chicken-pox to the 
use of antibiotics, there is a number of records of dramatic 
improvement after their use in the more severe complica- 
tions of chicken-pox. This article records the concurrence 
of several complications in one case of chicken-pox, and a 
dramatic recovery after the use of aureomycin. 


Clinical Record. 


A man, aged twenty-three years, by occupation a motor 
truck driver for a firm of general carriers, was admitted 
to the Repatriation General Hospital, Springbank, South 
Australia, on July 28, 1950. He had been born in Alberton, 
South Australia. According to his own statement, his 
birth had apparently /been a difficult one. His mother was 
ill for some time after he was born, and initially he was 
cared for by his grandmother. After birth “one eye looked 
up and the other down, and the mouth was twisted”. At 
the age of five or six years his tonsils were removed. At 
the age of twelve or thirteen years he suffered an attack 
of mumps, with no history of any unusual features. He 
said that, prior to his present admission to hospital, he 


had had seven attacks of pneumonia, the first of these- 


having occurred at the age of twelve months, and the last 
two years previously, when he was aged twenty-one years. 
He said that the attacks of pneumonia were diagnosed by 
doctors, the last attack having been treated with white 
tablets, which he imagined were “sulpha” tablets; but the 
details of these attacks were rather vague. He had been 
successfully vaccinated at the age of eighteen years, as a 
member of the Royal Australian Air Force. He had suffered 
from hemorrhoids first at the age of nineteen years, and 
continued to suffer from this complaint until a hemor- 
rhoidectomy was performed at this hospital, under a spinal 
anesthetic, on July 7, 1950. Pain developed at the site of 
the lumbar injection one or two days after the operation; 
he also developed some cough with a little sputum about 
the same time. An X-ray examination of the chest made 
on July 5, 1950, revealed no abnormality. On the evening 
of July 9 a course of penicillin injections, 50,000 units 
every three hours, was instituted and continued until July 
11. On July 17 he was discharged from hospital, feeling 
well except for a slight ache at the site of the spinal 
injection, to recommence work on July 23. He was 
admitted to this hospital in the late morning of July 28, 
1950. He had been at work as a motor truck driver on the 
morning of July 27, when he felt dizzy and nauseated, and 
had a backache. His throat felt sore, and he noticed some 
lumps in the neck. He had a small amount of cough with 
a little yellow sputum. There was no rash, neck stiffness, 
watering of the eyes or other symptoms. He continued 
working until the end of the afternoon. On July 28 he 
felt worse, and complained of thoracic pain. His local 
doctor was called to see him, and noted an increase of the 
breath sounds with bronchial breathing on the right side 
of his chest, and diagnosed the illness as early pneumonia, 
or possibly hepatitis. During the morning he was admitted 
to hospital, under my care. 


Physical examination revealed the patient to be a lean 
young man with a flushed face, a temperature of 100° F. 
and a pulse rate of 100 per minute. His pupils were equal 
and reacted to light and accommodation. The tongue was 
furred, the fauces were reddened. His axillary and upper 
cervical lymph glands were enlarged, easily palpable, and 
tender. There was no neck stiffness. His chest moved 
evenly on respiration. The heart sounds were normal. 
The blood pressure was 135 millimetres of mercury, 
systolic, and 85 millimetres, diastolic. Increased breath 
sounds were heard at the lung bases posteriorly, but there 
were no adventitious sounds, and the percussion note and 
vocal resonance were normal. No abnormality was noticed 
in his trunk, limbs, or genitalia. His knee jerks and ankle 
jerks were equal and active; his plantar reflexes were 
flexor in type. Examination of his urine revealed a trace 
of albumin. 


~ 5900 per cubic millimetre, 78% being neutrophile cells, 


He was reexamined early in the afternoon, and it was 
noted that vesicles with a surrounding zone of erythema 
had appeared over his abdomen and back; they were 
typical of chicken-pox, and such a diagnosis was con- 
fidently made. Blood examination on this day gave the 
following information: the hemoglobin value was 14-5 
grammes per 100 millilitres, and the white cells numbered 


14% lymphocytes, and 8% monocytes. In the blood film 
the red cells appeared normal, while the neutrophile cells 
showed a shift to the left. 


On the following day, July 29, the third of his illness, 
he was feeling a little better. The breath sounds were 
still harsh to auscultation. Further vesicles had appeared 
over his trunk. 


On July 31 (fifth day) he was still pyrexial. The face 
and the rest of the body were now covered with vesicles. 
His cough had increased. The breath sounds were still 
harsh to auscultation, and a few rales were heard at the 
base of the left lung posteriorly. He did not feel so well. 
With a portable X-ray machine a picture was taken of his 
chest in the early afternoon; it showed “streaky nodular 
opacities scattered throughout both lungs and consistent 
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Figure I. 
Temperature chart from the case recorded. 


with a virus pneumonia” (Dr. P. W. Verco). During the 
afternoon (of the fifth day of the illness) he became sleepy, 
confused and stuporose. A considerable degree of 
meningismus developed. He was diagnosed as suffering 
from chicken-pox with encephalitic involvement, and asso- 
ciated bronchopneumonia.:: As the pneumonia was of virus 
type, and as his symptoms were severe, he was treated with 
aureomycin, by mouth, 500 milligrammes being given every 
six hours for thirty-six hours, then 250 milligrammes every 
six hours for a further twelve hours, a total of four 
grammes over forty-eight hours. 


On the following morning, the sixth day of his illness, 
his condition was considerably improved. There was now 
no evidence of any confusion, except that he had lost one 
complete day from his reckoning. He could not remember 





_anything that had happened on the previous day. He 


spoke rationally and without difficulty. There was no 
longer any neck stiffness. Most of the vesicles were drying 
and the zone of erythema surrounding the vesicles was less. 


On August 2, 1950 (the seventh day of his illness), the 
vesicles had become pustular, and the surrounding bands 
of erythema were two or three millimetres wide, as com- 
pared with the previous figure of five or six millimetres. 
No fresh vesicles had appeared, and not a single vesicle 
remained clear. The rash was now predominantly on the 
face and trunk. The buttocks, the lower part of the 
abdomen, the thighs, the legs and the arms were fairly 
free from vesicles. The patient had scratched the tops off 
many of his residual vesicles, and black eschars were 
present. There was no abnormality in the response of his 
pupils to light and accommodation. In the fauces only a 
little injection was apparent. Generalized lymphadenitis 
was present, but now the lymph glands were firmer and 
less tender than a few days before. The occipital lymph 
glands were not palpable. The cervical lymph glands were 
smaller than previously, firmer, still easily palpable, but 
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only just tender. The axillary lymph glands were firm, 
discrete and still tender. The epitrochlear glands were 
doubtfully palpable and just tender. The inguinal glands 
were palpable, firm and discrete, and only one of them 
was tender. The heart sounds were normal. There was 
some cough, with purulent sputum, yellowish with a 
greenish tint. The respiratory excursion was normal. 
There was some dulness to percussion at the bases of the 
lower lobes of the lungs posteriorly, the percussion note 
being natural elsewhere over the lungs. The breath sounds 
were still harsh. There were no adventitious sounds to 
auscultation. The reflexes were unchanged. He complained 
of feeling “a little giddy“ on sitting up. He had still no 
recollection of having been examined radiologically on 
July 31, nor had he subsequently. A further X-ray film of 
the lung fields was taken on August 2, the radiologist 
reporting that “some resolution has occurred”. Photo- 
graphs of the skin rash were also taken. 


On August 3 (eighth day). he felt very much better, and 
was sitting up in bed, whistling, when I saw him. No 
further vesicles had developed, and only one or two vesicles 
still remained pustular. The blood was reexamined. The 
hemoglobin value was 14-8 grammes per centum. The 
white cells numbered 7300 per cubic millimetre, 51% being 
neutrophile cells, 38% lymphocytes, 7% monocytes, and 
4% eosinophile cells. Examination of the lymphocytes 
revealed mainly a deeply basophilic cytoplasm, and about 
a quarter of the lymphocytes were immature, with nuclei 
showing compact chromatin and one or three nucleoli. 
One such cell was seen in division. The Wassermann, 
Kline and Berger-Kahn tests all produced negative results. 
Some serum was preserved for further serological studies. 


On August 4 he felt well. A lumbar puncture was per- 
formed. The cerebro-spinal fluid was clear and colourless. 
The pressure: was 110 millimetres of water. The response 
to Queckenstedt’s test was normal. Microscopic examina- 
tion of the fluid revealed no cells. The protein content 
was 22 milligrammes per 100 millilitres, and there was no 
excess of globulin. The chloride content was 750 milli- 
grammes (as sodium chloride) per 100 millilitres, and the 
glucose content was 71 milligrammes per 100 millilitres; 
the colloidal gold test showed no precipitation of the gold 
sol in dilutions of the cerebro-spinal fluid from one in 10 
to one in 5120. 


From August 5 until his discharge from hospital on 
August 14 he felt well, except for a few headaches. There 
was no further development of vesicles. His chest was 
radiologically examined on August 5 (postero-anterior 
view) and on August 7 (right lateral view), and on each 
of these examinations the radiologist reported: “The lungs 
now appear clear.” He reported back for a further serum 
specimen to be taken on August 28. 


On July 20, 1951, he reported back to me for further 
blood specimens to be taken. About 30 millilitres of blood 
were taken with a syringe from the right antecubital vein, 
with the patient seated. About two minutes after the 
completion of this process, which was without difficulty, he 
complained of feeling dizzy, and became limp. I held his 
head to prevent its falling back on the chair. Suddenly 
his head shot back hard, hitting a wooden partition 
immediately at the back of his chair with a loud whack. 
His arms then rose (abducted) to the level of his shoulders, 
with the elbow bent to a right angle, the palms facing 
forwards, the hands semiflexed. His arms immediately 
showed a coarse tremor, mainly in the hands and forearms. 
His body then slid forward out of the c>air, his legs being 
flexed behind his thighs. He slumped ty the floor, where 
he remained unconscious for about fifteen minutes; he 
vomited on recovering, and after about three hours felt 
well enough to go home unaided. There had been no 
apnea, micturition, tongue-biting or cyanosis. 


He stated after recovery that he had had several “black- 
outs” while driving his truck at his normal occupation, 
but that these attacks always gave him sufficient warning 
for him to stop his vehicle in time to avoid any accident. 
He stated that he usually “keeled over” with injections or 
venepuncture. As the fit was very suggestive of “reflex 


epilepsy”, he was readmitted to hospital on August 27, 1951, 
for further investigation. 


He said after his admission that he had had “giddy 
attacks” for about five years. These would start with a 
“buzz in the ears” sounding like the “steam chuffing from 
a train while it is waiting at the station”. After about two 
minutes he would feel giddy, and would go and sit down 
until he recovered. These “giddy attacks” would occur 
once in every eight or ten days on the average. 

In addition to the giddy turns with their auditory aura, 
he suffered from occasional fainting attacks without any 
aura, about once every five weeks, these being brought on 
by exertion, such as loading or unloading his vehicle. He 
distinguished his “fainting attacks” sharply from his 
“giddy turns”. There was a family history that his mother 
was a nervous woman. 


Physical examination of the patient revealed no abnor- 
mality in his cardio-vascular, respiratory or nervous 
system. The blood pressure was 110 millimetres of 
mercury, systolic, and 80 millimetres, diastolic. Examina-~ 
tion of his urine revealed no abnormality. His skin had 
many small scars where his chicken-pox vesicles with their 
subsequent eschars had been. The chest X-ray film showed 
no abnormality. The hemoglobin value was 15:8 grammes 
per centum. The white cells numbered 11,500 per cubic 
millimetre, 73% being neutrophile cells, 22% lympho- 
cytes, 2% monocytes, 2% eosinophile cells and 1% baso- 
phile cells. Venepuncture with the patient lying in bed did 
not produce a fit. It was not possible to have an 
electroencephalographic examination made. 


The diagnosis was considered to be epilepsy with an 
auditory aura, with tendencies to reflex epilepsy. Similar 
attacks of “reflex epilepsy” following injections have been 
recorded by Bell (1952) and by Webster (1952). It did not 
appear that his epilepsy had any relationship to the 
chicken-pox attack of twelve months before. He was treated 
with “Dilantin”, one and a half grains three times a day, 
and within two days was losing a lot of his “giddy 
feelings” and was much improved within a week. Whilst 
he has continued with this therapy, he has been free from 
his “giddy attacks”. 


Differential Diagnosis of the Exanthem. 


On clinical grounds there was little doubt that the 
patient was suffering from chicken-pox. The vesicles were 
characteristic of this disease. However, the concurrence 
of several rare complications in one case—pneumonia, 
encephalitis and lymphadenitis—causes one to consider 
possible alternatives in diagnosis. Each of these compli- 
cations will be discussed separately later. It is regretted 
that a biopsy was not performed on a vesicle during the 
course of the illness, as the histological features would 
have been practically diagnostic. Further support or other- 
wise for the diagnosis was sought in epidemiological and 
serological considerations. 


Epidemiological Considerations. 


The patient had had no previous attack of chicken-pox 
or shingles, nor could any history of recent contact with 
either of these complaints be found. In his job he came in 
contact with many people. During the eleven to twenty-one 
days prior to the onset of his symptoms he was in hospital 
for a hemorrhoidectomy, but again visitors frequently 
visited the ward. There was no record of any chicken-pox 
to be found in his contacts. Hence no conclusions can be 
drawn either way from his history of human contacts. 


Three days prior to the onset date of July 27, 1950— 
that is, July 24—there was a fire in a neighbour’s garage 
(at Ethelton, South Australia), which had been used as 
an unhygienic dwelling place by an old couple, and since 
that date many rats and mice had appeared in his house. 
There is a mouse-borne disease, rickettsialpox, which 
resembles chicken-pox clinically, but which so far has been 
described from only a limited region of North America. 
Fortunately, serological aids can be used in the diagnosis 
of this disease, as well as in chicken-pox, and were used 
to exclude the former, as well as to confirm the diagnosis 
of chicken-pox. 
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TABLE I. 
Result of Complement-Fization Tests on Specimens of Serum from the Acute and Chronic Stages of the iliness. 
! 
Titre, | | 
Specimen of Serum | Antigen 
Serum. | Control. | Control. 
1/5 | 1/10 | 1/20 | 1/40 | 1/80 (Titre 1/5.) | 
| 
| | 
Serum of August 3, 1950 0 _ | _ | _ | oe 0 0 
Serum of August 28, 1950 ++4+4+ +++ + | 0 0 | 0 _ 
| | | 





Serological Considerations. 


Specimens of serum taken during the acute and con- 
valescent stages of the illness were submitted to Dr. 
J. A. R. Miles, of Adelaide, who performed a chicken-pox 
complement fixation test on them. The results were as 
shown in Table I. 


Dr. Miles reported as follows: 


I take the titre of the serum of 28/8/50 as 1/10, and 
in view of the long storage of the serum (10 months) 
under conditions far from ideal, the fact that the 
antigen being used was not very good, and the fact that 
the acute specimen showed no trace of complement 
fixation activity at 1/5, I think that the result strongly 
suggests that the patient was suffering from chicken- 
pox. 

The only possible source of error is that material 
from rickettsialpox may have been included in the 
antigen, but I think that this is unlikely as all the 
material (fluid from chickenpox vesicles) came from 
typical cases in the present epidemic of chickenpox in 
South Australia (June, 1951). 

Agglutination tests (Weil Felix) of the serum against 
suspensions of Proteus OX19, OX2 and OXK gave negative 
results. It was considered that an attempt to exclude any 
known rickettsiosis by further serological studies should 
be made, so the remainder of the specimens of serum, as 
well as some fresh specimens preserved with ‘“Merthio- 
late” (one in 1000), were sent to Dr. E. H. Lennette, of 
San Francisco, United States of America, for study. Dr. 
Lennette reported as follows on the specimens taken on 
August 3, 1950, August 28, 1950, and July 21, 1951: “The 
.complement fixation tests for Q fever, typhus fever, and 
for the spotted fever group (Rocky Mountain spotted fever 
and rickettsialpox) were negative.” 


On all the grounds, therefore, it was considered that the 
evidence was in favour of a diagnosis of chicken-pox with 
various unusual complications, and that there was no 
evidence in favour of any other diagnosis. 


Discussion of the Clinical Features. 
Encephalitis. 


The evidence in favour of encephalitis was that, on the 
afternoon of the fifth day of the illness, the patient became 
confused and stuporose, and considerable neck stiffness 
was present. A lumbar puncture was not performed until 
the ninth day, when examination of the cerebro-spinal fluid 
revealed no abnormality. 


The most extensive review of encephalitis from chicken- 
pox is due to Underwood (1935), who recorded the clinical 
and other features of 119 cases of chicken-pox encephalitis 
culled from the literature. This author classified the 
clinical types of involvement of the nervous system into 
five groups which tend to overlap a good deal. Thus his 
Group 1 is “meningo-encephalitis”, and Group 2(a) is 
“cerebral encephalitis”; yet in both of these groups there 
may be dulling of the intellect, stupor, or even complete 
coma, and meningeal ‘signs. Underwood reviewed the 
findings on 58 lumbar punctures. The pressure of the 
cerebro-spinal fluid was normal in 20 of the 42 in 
which this feature was recorded, in 10 it was slightly 
increased, and in 12 there was a considerable increase. 
The cell count was recorded in 55 cases, being normal in 
31, slightly increased in 20, and greatly increased (80 or 
more cells per cubic millimetre) in only four cases; of 
these cases in which there was an increased cell count, 





the lymphocytes or mononuclear cells predominated in 
nearly all. The protein content was recorded in 40 cases, 
being normal in 31, and greatly increased in nine. 


With regard to prognosis, Underwood recorded that 12 
patients died out of 109, 80 recovered completely, and 17 
showed some sequele after recovery. Thus we may expect 
that about two-thirds of patients who suffer from chicken- 
pox encephalitis will recover completely. 


According to Stokes (1947), encephalomyelitis is usually 
recorded “toward the end of the febrile period but may 
appear from one to three weeks following an attack of the 
disease”. According to Gunn (1950), encephalomyelitis 
occurs at intervals from “7-14 days from the onset of the 
varicella”. Van Rooyen and Rhodes (1948) state that in 
the great majority of cases of nervous involvement in 
chicken-pox it develops four to ten days after the onset. 
Although these accounts vary, the onset of the encephalitic 
symptoms in the case presented here, on the fifth day, 
although comparatively early is not unusually so. Despite 
the considerable number of cases recorded by Underwood 
and by others, encephalitis still appears to be a rare com- 
plication of chicken-pox. Bullowa and Wishik (1935) 
record only five cases of encephalitis in 2534 cases of 
chicken-pox—an incidence of 0-2%. 


Pneumonia in Chicken-poz. 


Bullowa and Wishik (1935), in their account of the 
complications of chicken-pox, record 21 cases of pneumonia 
in 2534 cases of chicken-pox—an incidence of 0-8%. There 
were 11 fatal cases in this series; but these authors state 
that in only one case was pneumonia a cause of death, and 
that in a case complicated by septicemia. Further details 
of this case are not given. Three cases of pneumonia were 
complicated by empyema. Dolgopol (1942) has given some 
further information on’ eight of the 11 fatal cases men- 
tioned, in a communication to Waring et alii (1942). 
According to Dolgopol, “slight to severe lobular pneumonia 
was evident at post-mortem examination”. One patient 
was aged thirty years; all the others were children under 
six and a half years. Dolgopol stated that in no case was 
the pneumonia of peribronchial type. 


Millous (1936) recorded an outbreak of 1919 cases of 
chicken-pox, with 370 deaths, mostly in adults, in the 
French Cameroon district in 1935. Death in the fatal 
cases was stated to have been due to nephritis and uremia, 
or to severe laryngitis with prominent dysphagia and 
dyspnea. Mitchell and Fletcher (1927) had recorded four 
cases of complicating bronchopneumonia in a series of 
775 patients suffering from chicken-pox admitted to the 
Cincinatti General Hospital over the period from 1913 to 
1926. 


Waring et alii (1942) record a fatal case of chicken-pox 
in a man, aged forty years, with acute bronchopneumonia, 
hemoptysis, encephalitis and nephrosis, and give a descrip- 
tion of the post-mortem examination. In the same article 
they record another case, that of a man, aged thirty-three 
years, with acute bronchopneumonia, profuse bright bloody 
sputum, dyspnoea, cyanosis, delirium, and moderate 
nitrogen retention, with recovery. These authors appear 
to be the first to suggest that chicken-pox virus pneumonia 
can occur. Rausch et alii (1943) record the case of a man, 
aged thirty-three years, with pneumonia of “atypical” or 
bronchopneumonic type in chicken-pox, with laryngeal 
spasm, dysphagia and cyanosis, with recovery. Claudy 
(1947) recorded a fatal case of chicken-pox in a woman 
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aged thirty-two years, with pneumonia. The X-ray film in 
this case revealed a homogeneous dense area in the lower 
half of the left lung, and a diffuse bronchopneumonic type 
of infiltration throughout the remainder of the lung fields. 
As was recorded earlier, pock-like lesions were present in 
the pleure, lungs, liver and spleen. Grayson and Bradley 
(1947) have recorded a case of chicken-pox pneumonia and 
nephritis in a man, aged thirty-four years, with recovery. 
On his admission to hospital, clinically the only abnormal 
feature related to his lungs was a constant dry cough. 
An X-ray examination of the chest at the same time (four 
days after the onset) revealed a few “scattered, small, 
scarcely visible densities”. His cough became more severe, 
and fine crackling rales developed at the base of the right 
lung posteriorly, and later wheezes and rales were heard 
over the entire chest. At this stage the X-ray film of the 
chest revealed diffuse finely nodular infiltrations through- 
out both lung fields. He gradually recovered. In the 
early stages of his illness he was treated with sulpha- 
diazine without relief, and later with penicillin without 
any great relief. Bunn and Hammond (1950) record 
two similar cases; the first of a woman, aged thirty years, 
with bronchopneumonia in chicken-pox; the second that of 
a man, aged thirty years, with “overwhelming pneumonia”; 
both of these “morbidly ill” patients responded well to 
treatment (see later). Gunn (1950) records that terminal 
bronchopneumonia can occur as a complication of varicella 
gangrenosa in debilitated children, with sloughing ulcers, 
possibly complicated by measles or scarlet fever. 


One could expect aspiration pneumonia of lobar type to 
follow the sloughing pharyngeal ulceration which occasion- 
ally occurs; but from the evidence available it would 
appear that pneumonia in chicken-pox is much more com- 
monly of bronchopneumonic type, and can reasonably be 
axcribed to chicken-pox virus pneumonia. 


Various bacteria have been isolated by sputum culture 
or other means in these cases of chicken-pox pneumonia. 
Thus Bullowa and Wishik (1935) isolated in their cases 
what they believed to be the causative organisms of the 
pneumonias associated with chicken-pox. These were 
“almost invariably a Streptococcus; S. hemolyticus more 
frequently than S. viridans’. Waring et alii (1942) 
isolated a pneumococcus from the sputum of their first 
patient, and in their second case a hemolytic streptococcus, 
later identified as Streptococcus anginosus. However, they 
record that at the autopsy on their first case bacteria were 
rare or absent, only an occasional Gram-positive diplo- 
coccus being present in the pulmonary tissue. These 
authors were of the opinion that their first case of 
pneumonia was due to chicken-pox virus. Their second 
patient responded rapidly to “convalescent streptococcus 
serum”, and they were not prepared to discount entirely 
the role of a secondary invasive bacterial flora in the 
causation of the pneumonic symptoms. Grayson and 
Bradley (1947) record that in their case of chicken-pox 
pneumonia and nephritis “examinations of sputums were 
negative, except for normal flora in the respiratory tract. 
Pneumococci or hemolytic streptococci were not found”. 
In Claudy’s (1947) case a mixed culture was obtained of 
streptococci, staphylococci, micrococci and a type IV 
pneumococcus, which was believed to be a mouth con- 
taminant. Bunn and Hammond (1950) record that in 
their first case single cultures from blood, from sputum, 
and from the throat gave negative results. 


In the case presented in this paper, yeast organisms 
were isolated from the sputum on two occasions, after the 
use of aureomycin. These were Monilia albicans, identified 
by staining and culture; they were not considered of any 
pathological significance. No other organisms were found 
in the sputum. It it interesting to note the incidence of 
Monilia infections after the use of modern antibiotics; for 
example, Woods et alii (1951) have recorded a number of 
eases of monilial overgrowth in the oro-pharynx and 
elsewhere in association with aureomycin or other anti- 
biotic therapy given orally and parenterally. 


Lymphadenitis. 

Lymphadenitis is unusual in an ordinary case of chicken- 
pox. In the more severe cases of chicken-pox it is not rare, 
and appears to be largely due to secondary infection once 
the vesicles have been ruptured. Stokes (1947) thus 
records occipital and posterior cervical lymphadenitis from 
secondary infection of ruptured chicken-pox vesicles of the 
scalp. Bullowa and Wishik (1935) record lymphadenitis 
as one of the commoner complications of chicken-pox—16 
cases in their series of 2534 cases—an incidence of 0-6%. 


It is to be noted that in the case presented here the 
lymphadenitis was present and generalized at the first 
examination, on the second day of the disease, and prior 
to the appearance of the vesicles, and hence could not 
have been due to secondary infection. 


Chicken-pox with Involvement of Multiple Systems 
(Disseminated Chicken-pox). 


The occasional occurrence of cases of chicken-pox with 
multiple system involvement has led some authors to use 
the term “disseminated chicken-pox”, which is quite justi- 
fiable on pathological grounds. In fact, in the more severe 
cases of the disease widespread lesions may occur, 
including some in internal organs, as has been mentioned 
earlier. Renal involvement may occur, there being a 
number of cases of nephritis and nephrosis on record (for 
example, Henoch, 1884; Denny and Baker, 1929; Tilley and 
Warin, 1938; Waring et alii, 1942; Gill, 1942; and Grayson 
and Bradley, 1947). Despite these records, renal involve- 
ment in chicken-pox appears to be rare. Mitchell and 
Fletcher (1927) recorded only one case of renal involve- 
ment (a case of nephritis) in their series of 775 cases. 
Bullowa and Wishik (1935) do not record a single case of . 
renal involvement in their series of 2534 cases of chicken- 
pox. 


In the case recorded here there was no evidence of any 
renal involvement, beyond the recording of a trace of 
albumin in the patient’s urine on his admission to hospital, 
to which no great significance is attached. 


Response of Chickenpox Pneumonia to Treatment. 


There does not appear to be much good evidence that any 
of the antibiotics in common use have any effect upon 
uncomplicated chicken-pox. Thus Mazursky et alii (1950) 
were not able to observe that patients suffering from 
chicken-pox treated by aureomycin given orally showed 
any better response than untreated controls. Dowling et 
alii (1949) similarly were unable to see any benefit from 
the use of aureomycin in chicken-pox. On the other hand, 
some reports have been rather more favourable; thus Kalz 
et alii (1949) have reported rapid drying of the vesicles 
of chicken-pox and herpes zoster with the topical applica- 
tion of aureomycin in an adherent film of water-soluble 
methyl cellulose—‘marked differences were observed” in 
the treated areas as against the untreated areas. Finland 
et alii (1949) have reported a beneficial action of aureo- 
mycin by mouth in herpes zoster—it gave relief of pain, 
and caused drying and healing of the vesicles; and Binder 
and Stubbs (1949) have also reported the rapid relief of 
pain and the drying of the vesicles in herpes zoster after 
oral aureomycin therapy. 


Despite these varying reports on the value of aureo- 
mycin in ordinary cases of chicken-pox, the response in 
severe and complicated cases to the newer antibiotics 
appears to be almost universally favourable. Thus Anthony 
(1951) has reported the dramatic recovery of a man, aged 
thirty-five years, with the use of chloramphenicol therapy. 
This author stated that this was the severest case of 
chicken-pox that he had seen in twenty years of general 
practice. Bunn and Hammond (1950) treated with aureo- 
mycin two morbidly ill patients suffering from chicken-pox 
with associated initial pneumonia. There was a striking 
recovery in each case. In the first case, however, aureo- 
mycin, streptomycin, penicillin and chicken-pox con- 
valescent serum were given as a combined treatment, so 
the striking improvement was not necessarily due to the 
aureomycin; but in the second case, aureomycin alone, 
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given by mouth, was used, and there was a prompt crisis, 
the temperature dropping from 105° F. to normal in a few 
hours. These authors were so impressed that they sub- 
sequently treated seven patients with uncomplicated 
chicken-pox with a trial of aureomycin given parenterally 
and orally. Two adults of this series of seven had no 
further skin involvement after commencing this therapy, 
but in the remaining five cases. (two adults and three 
children) new vesicles continued to appear for as long as 
three or four days. These authors stated that in none of 
these seven cases was there a “truly impressive response”. 


Waring et alii (1942) treated their first patient (who 
died) with sulphathiazole; their second patient was treated 
with sulphathiazole, later changed to sulphanilamide, 
digitalis, and convalescent streptococcus serum. They 
record that in this second case the “extremely sore throat” 
was completely relieved after the first injection of this 
serum. The patient of Rausch et alii (1943) showed a 
good response after sulphathiazole therapy. Claudy’s (1947) 
patient was unsuccessfully treated with sulphadiazine, con- 
valescent serum and digitalis. Grayson and Bradley’s 
(1947) patient showed no improvement with sulphadiazine, 
but gradual improvement after this was changed to 
penicillin, although the temperature remained elevated. 


In the case presented in this article, the response to oral 
aureomycin therapy was dramatic. The encephalitis and 
pneumonia disappeared, and the gravely ill patient rapidly 
became well. No further vesicles appeared upon the skin, 
and the existing vesicles regressed rapidly. 


The statement of Bunn and Hammond (1950) appears to 
be very apt: “It is not claimed that aureomycin is a 
specific antiviral agent in varicella, but its use in fulminat- 
ing and complicated cases is warranted.” The exact 
mechanism of this therapy is not clear; aureomycin does 
not appear to be the only “trigger mechanism” which will 
turn the scale. Of the antibiotics available, aureomycin 
appears to be the most suitable at the present time. 


Summary. 


A case of chicken-pox complicated by encephalitis, 
bronchopneumonia and lymphadenitis in a man, aged 
twenty-three years, is presented. The presence of the 
pneumonia was suspected from the onset, prior to the 
appearance of vesicles, and confirmed by X-ray examina- 
tion on the fifth day, after more pronounced symptoms 
and signs had appeared. It is considered that the 
pneumonia was of virus type and due to the virus of 
chicken-pox. Lymphadenitis appeared within twenty-four 
hours of the onset of the illness, and prior to eruption of 
vesicles. Encephalitis became evident on the fifth day. 


Treatment with aureomycin by mouth was instituted on 
the fifth day, and continued over a forty-eight hour period. 
On the sixth day the patient’s condition was considerably 
improved. His stupor and meningismus had gone, his 
vesicles were drying, and no fresh vesicles appeared sub- 
sequently. The vesicles finally progressed to multiple small 
black eschars with eventual scarring. The evidence of the 
pneumonia rapidly disappeared. The convalescence was 
uninterrupted. The diagnosis of chicken-pox was confirmed 
by complement-fixation tests. 


Complications of chicken-pox are discussed, particularly 
pneumonia, encephalitis and lymphadenitis. The therapy 
of chicken-pox pneumonia is discussed. Although there is 
little evidence that aureomycin or other antibiotics have 
any effect on ordinary chicken-pox, there are a number of 
records of dramatic improvement in severe or complicated 
chicken-pox, and in view of the high fatality rate of the 
earlier recorded cases of chicken-pox pneumonia, a trial of 
aureomycin therapy appears worth while in chicken-pox 
complicated by pneumonia. 
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[The mention of a book in this column does not imply that 
no review will appear in a subsequent issue.] 








“The Surgical Clinics of North America”; 1953. Philadelphia 
and London: W. B. Saunders Company. Melbourne: W. Ramsay 
(Surgical), Limited. Lahey Clinic Number. 9” x 6”, pp. 322, 
with 126 illustrations. Price: £7 5s. per year with cloth 
binding, and £6 per year with paper binding. 


Contains 30 articles in a symposium on surgical lesions 
of the neck and upper part of the mediastinum. 





“Incompatibility in Prescriptions and How to Avoid It: With 

a Dictionary of Incompatibilities’, by Thomas Stephenson, 

5 F.R.S.E. Sixth edition, by James Burnet, M.A., 

LL.B. (London), M.D., F.R.C.P.E.; 1953. Edinburgh: “The 
Prescriber” Publishers, Limited 84” x 53%”, pp. 70. 


The previous edition was issued in 1949. 
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. THE MENTAL HOSPITAL TREATMENT OF 
JUVENILES. 





ALTHOUGH from time to time discussion has taken place 
on the mental treatment of juveniles in special institutions, 
very little has been done about it. There is no doubt that 
if adolescents suffering from abnormal mental conditions 
could be brought under treatment at an early stage, 
recovery would be much more likely to occur than it is 
when the young person is allowed to drift on until such 
time as he or she becomes certifiable for admission to a 
mental hospital. This means that treatment will have to 
be voluntarily sought. Reference to this subject is called 
for by the publication in The Journal of Mental Science 
of January, 1958, of a communication from Dr. D. E. Sands, 
physician-superintendent of St. Ebba’s Hospital, Epsom, 
England. The title of his article is: “A Special Mental 
Hospital Unit for the Treatment of Psychosis and Neurosis 
in Juveniles”. Sands begins his article with the statement 
that units of the kind which he is reporting are the 
development of a trend which has been going on for the 
past twenty-five years. Prior to 1930, patients were certified 
and admitted to mental hospitals when they were largely 
suffering from the end results of psychiatric illness. Since 
1930 the voluntary system has brought many patients to 
hospital at a stage when their illness can be influenced 
favourably by modern methods of treatment. Fortunately, 
much of the stigma of mental illness has disappeared, and 
illness of the mind is looked on as not very different from 
illness of the body. It is commonly recognized that children 
or adolescents suffering from mental illness are not all 
suitable for treatment in a hospital intended for adults. 
Sands points out that until recently there has been no 
place where the mental illness of juveniles could be 
investigated and treated. A small percentage of the patients 
went to mental deficiency hospitals and others were sent 
to approved schools and various homes. Many, however, 








were kept in their own homes until breakdown became 
so complete and obvious that they had to be admitted to 
the ordinary mental hospitals as occasional “teenagers” 
amongst a host of adults. Others again were simply 
retained at home until they were old enough to go to such 
hospitals. Sands states that the number of such admissions 
of juveniles for England and Wales totalled about 3000 a 
year. It is important to recognize that, during the juvenile 
period, there may be a psychiatric breakdown to a degree 
which, from the medical and social standpoint, presents as 
great a problem as does psychiatric illness in later life. 
Moreover, institutional treatment is quite as necessary for 
some juveniles as it is for some adults. St. Ebba’s Hospital 
has created a juvenile unit comprising 25 male and 25 
female beds. For information in regard to the general 
setting of the unit, the staffing and material facilities, 
Sands refers the reader to a paper by W. Warren published 
in The Lancet of January 19, 1952. 


Describing his unit, which consists of two special wards 
in The Bethlem Royal Hospital and The Maudsley Hos- 
pital, Warren states that sixteen beds were available for 
boys and sixteen for girls between twelve and sixteen 
years of age. The regimen aimed at was intended to be 
helpful to the anxious, inhibited or aggressive patient. 
Both freedom and discipline are necessary, and the physi- 
cian in charge was required to steer the whole ward—staff 
and patients—along a tolerant middle course. Adequate 
room indoors and out for activity, including “healthy 
horseplay”, was important; damage could thus be kept well 
within bounds. Formal occupations included regular 
occupational therapy, daily physical exercises and organized 
games. Formal education was provided on an adequate 
scale, with regular and individual attention for the needs 
of each patient. The staff included a physician-in-charge 
for each ward, who supervised all aspects, administrative 
and clinical, and a registrar, adequately trained in child 
psychiatry as well as in adult psychiatry, in a personal 
and intimate relation with the patients in treatment. A 
psychiatric social worker was also employed. A mentally 
and generally trained nurse had charge of each ward, a 
male nurse being employed for boys. These all constituted 
a team, and met at regular intervals to pool their 
observations. 


Turning again to St. Ebba’s Hospital unit, we are justified 
in the view that with the set-up described useful work 
should be possible. It is to be noted that the majority of 
patients admitted as pre-psychotic did not turn out to be 
psychotic; if they did, the diagnosis was usually schizo- 
phrenia. It is interesting that only about half the patients 
sent for in-patient care because of the severity of their 
problems were placed in any of the main clinical groups— 
though nearly all had been referred to the hospital by 
psychiatric specialists. When diagnosis had been attempted, 
it stood the test of in-patient observation and full investi- 
gation in about two-thirds of the cases; schizophrenia 
tended to be over-diagnosed at the expense of neurotic, 
psychopathic and epileptic states. Among females par- 
ticularly, some patients were referred to as schizophrenics, 
but subsequently proved to be suffering from hysteria. 
In view of the need for early treatment Sands regards it 
as satisfactory that so damaging a disease as schizophrenia 
was not often missed. © Psychopathic personalities con- 
stituted just under one-third of all admissions. Many 
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patients had to be admitted for investigation in the first 
instance, since in the early stages of illness the only 
obvious feature might be some form of behaviour disorder. 
Sands regards it as unfortunate that the so-called deprived 
child or juvenile should be almost exclusively regarded as 
emotionally deprived or delinquent. The patients in the 
unit described by him are deprived in various fields, not 
only emotional, but intellectual, hereditary, social, material, 
endocrine and so on. At the same time he adds that an 
excess of growth. as well as of intellectual and emotional 
development, may be productive of breakdown. He refers 
to a paper by E. M. Widdowson, published in The Lancet 
of June 16, 1951, in which mental contentment and physical 
growth are discussed. One sentence in this paper is so 
important that it should be reproduced. Widdowson points 
out that even the most perfectly planned nutritional 
investigation may be ruined by psychological factors over 
which the investigator may have no control. He states 
that those about to embark on feeding experiments would 
do well to remember that: “Better is a dinner of herbs 
where love is, than a stalled ox and hatred therewith.” 
When he describes his treatment carried out at St. Ebba’s 
Hospital, Sands points out that the most important single 
factor in daily affairs is the sympathetic management by 
the nursing staff, who have to make suitable response, not 
only to many tokens of affection, but to occasional impulsive 


attacks. 


At St. Ebba’s Hospital all forms of psychiatric treatment 
appear to be used, even leucotomy. Short notes are given 
of four juvenile patients on whom this operation was per- 
formed. Sands gives some details of 217 patients who were 
discharged from the institution. Of this total, 46 suffered 
from schizophrenia; 12 recovered, 23 were improved, “and 
in eleven cases no change occurred. Sixty-nine had psycho- 
pathic personalities; one recovered, 20 manifested improve- 
ment, and in 28 cases no change occurred. Forty-seven 
suffered from neuroses; 10 recovered, 33 manifested 
improvement, and in four cases no change occurred. Twelve 
suffered from organic states; one recovered, seven mani- 
fested improvement, and in four cases no change occurred. 
Twenty-three suffered from epilepsy; one recovered, 18 
manifested improvement, and in four cases no change took 
place. Fourteen suffered from affective psychoses; six 
recovered, seven manifested improvement, and in one case 
no change occurred. Six suffered from mental defect; 
there were no recoveries, four manifested improvement, 
and in two cases no change took place. The totals for the 
217 patients are 31 recoveries, 132 improvements, and 54 
with no change. In this list, as far as possible, cases with 
doubtful diagnoses have been omitted. Sands remarks that 
because of the poor prognosis generally attached to juvenile 
schizophrenia, the results in this condition are of interest 
and are to some extent to be accounted for by the acute 
cases in which the prognosis was more favourable. It will 
be clear that if these patients had not been admitted to a 
mental hospital while they were young, many of the 
recoveries and much of the improvement would not have 
occurred. 


The conclusion to be drawn from this interesting account 
given by Sands of his unit at St. Ebba’s Hospital is that 
special mental hospitals or special units for juvenile 
patients to be treated on a voluntary basis are a step in 
the right direction. Their establishment in all mental 


hospital services is surely indicated. The two points to 


be remembered are that the patients come under treatment 


in the early stages of their illness, and that they come 


on a voluntary basis, which means that there is more 
hope for them than could otherwise be entertained. 


<< 
— 


Cutrent Comment, 


WORKING AT NIGHT. 








SURPRISINGLY little attention has been paid to the 
industrial hygiene aspects of working on night shifts. It 
is unavoidable in certain industries and occupations, but 
those who have to engage in it generally dislike it. Official 
industrial regulations are mostly designed to discourage 
it or to forbid it when it is not essential, but comparatively 
little seems to have been done to define the factors 
involved. An interesting contribution to the subject comes 
from England in a paper by S. Wyatt and R. Marriott,’ 
from the Medical Research Council Group for Research in 
Industrial Psychology. Wyatt and Marriott state that 
objections to night work have been made on medical, social 
and economic grounds, and that the last of these aspects 
was studied in some detail by the Health of Munition 
Workers Committee during the 1914-1918 war. This com- 
mittee found no significant difference between the rates 
of output of men employed on alternate day and night 
shifts and recommended this system in preference to con- 
tinuous night work. Alternate day and night work was 
also shown to be only slightly inferior, as regards output, 
to continuous day work, while from the standpoint of lost 
time it was better than day work. These findings, Wyatt 
and Marriott point out, refer mainly to a weekly change 
of shifts, but in many factories shifts are changed every 
fortnight and in some every month. Figures collected by 
Vernon in 1917 for the Health of Munition Workers Com- 
mittee showed that when shifts were changed fortnightly, 
output was slightly higher and absenteeism less during 
the first week of the night shift than during the second. 
The corresponding figures for the day shift showed, if 
anything, the opposite tendency. 

It seems clear that there are both physiological and 
psychological factors to be considered in the question of 
night work, and adaptation is not a simple matter. Varia- 
tions in temperature throughout the twenty-four-hour 
period are.a well-known physiological phenomenon. Best 
and Taylor state that a difference of 0-5° F. or even 1-0° F. 
occurs between the maximum in the late afternoon or early 
evening and the minimum at about four or five o’clock in 
the morning, and they go on to point out that in night 
workers the times of the maximum and minimum tempera- 
tures may be reversed. Wyatt and Marriott quote the 
conclusion of Teleky (writing in 1943) that this change, 
for most factory workers, takes place within a week, and 
after a change back to day work the reversion to normal 
is more rapid than the inversion. Teleky thought that 
these periods of inversion and reversion of body tempera- 
ture might be associated with increased physiological 
strain and tentatively suggested a monthly rather than 
a weekly change of shifts. The Health of Munition 
Workers Committee also emphasized the physiological 
advantages of infrequent shift changes, but recognized that 
it might be difficult to reconcile those advantages with 
personal desires and social claims. This certainly seems 
to be the basic problem. 


Wyatt and Marriott’s investigation is only a preliminary 
study, but it brings forward valuable data and should 
stimulate further inquiry. They state that it was realized 
from the outset that conclusive evidence could be obtained 
only by studying the same group of workers on different 
shift sequences, but the facilities and conditions for such 
a study could not be found. As an alternative, they 
decided to conduct a limited inquiry in three factories 





1 Brit. J. Indust. Med., July, 1953. 
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having a weekly, a fortnightly and a monthly change of 
shifts respectively and so to prepare the way, if necessary, 
for a more extensive investigation later. The general 
procedure was to collect ail the available records of out- 
put, accidents and absence from work which might provide 
reliable information on the merits and defects of night 
work and the frequency of shift changes. In addition a 
number of men in each of the three factories were inter- 
viewed to ascertain their attitudes to various aspects of 
the problem. The findings indicate that output on night 
work was slightly less than on day work, and this dif- 
ference was equally noticeable whether shifts were changed 
weekly, fortnightly or monthly. When shifts were changed 
fortnightly, output on the day shift was higher in the 
second week than in the first week. An increase in output 
in successive weeks of the day shift was also noticeable 
when shifts were changed every month. Although most 
of the men produced more on the day shift than on the 
night shift, some (about one-third) worked just as well 
as or even better when on the night shift. The investiga- 
tion into accident rates produced evidence that was much 
too inconclusive to warrant comment at this stage. The 
findings in relation to absence from work are rather what 
might be expected. Wyatt and Marriott state that although 
factory records are likely to show more absence among 
those on day work than those on night work, mainly 
because of the employment on day work of men who are 
unfit for night work, there was little difference when 
comparisons were limited to the same men employed on 
day and night work in alternate periods. However, when 
shifts were changed every two weeks, absence among 
those on the night shift was higher in the second week 
than in the first week of the fortnight; among those on 
the day shift the opposite tendency was noticeable. When 
shifts were changed every four weeks, the amount of 
absence in successive weeks also tended to increase on 
the night shift and to decrease on.the day shift. 


The interviews with the men produced some interesting 
material, which warrants careful consideration. It was 
found that almost all the men preferred day work to night 
work mainly because it was believed to be better for 
health, output and social life. The attitude to the frequency 
of shift changes was determined more by custom and 
habit than by the intrinsic merits or defects of weekly, 
fortnightly and monthly changes of shifts. On the matter 
of fatigue it is difficult to reach conclusions, but inquiries 
revealed that feelings of fatigue, both during and after 
work, were more widespread and severe on night work 
than on day work. Questions about meals brought some 
quite striking results. Most of the men said that night 
work caused a loss of appetite and upset digestion. After 
changing to night work 27% of the men took from one to 
three days to settle down to the new meal times, 12% took 
from four to six days, and 23% needed longer. A fairly 
large proportion (43%) took patent medicines in an 
attempt to counteract stomach disorders, and 33% took 
aspirin or similar tablets fairly frequently. Curiously 
enough, changes in sleeping times seemed, on the whole, 
to be less disturbing than changes in meal times. However, 
42% of night workers claimed that they were unable to 
get enough sound sleep during the day, 37% had less than 
six hours of sleep, and 75% had less than eight hours. 

Wyatt and Marriott state that the survey disclosed con- 
siderable individual differences in susceptibility to the 
effects of night work and shift changes. While some 
experienced only mild discomfort and worked just as well 
on the night shift as on the day shift, others were more 
upset by night work. It is important to remember that 
the men included in this inquiry were long-service workers 
hardened by experience and represented a selective group. 
However, the findings show that some men were still 
unable to adapt themselves to night work and were 
obviously unsuitable for work on a two-shift system. In 
general, the results suggest that more attention should 
be given to the selection of men for night work and to 
the closer medical supervision of those selected. 


With regard to the question of whether shifts should be 


changed weekly, fortnightly or monthly, Wyatt and 
Marriott found the evidence inconclusive, as it had been 


in previous investigations. They state that while there 
can be little doubt that, for most workers, the change 
from day to night work had unfavourable effects on sleep 
and digestion, it is almost equally certain that these 
effects had largely disappeared by the end of the first week 
after the change. This evidence in support of less frequent 
shift changes was, however, neutralized to some extent 
by the week-end break, when most workers reverted to 
normal habits of life. Further, the findings of this and 
earlier inquiries on absenteeism and output do not support 
the physiological evidence in favour of less frequent shift 
changes. Neither does it accord with the general dislike 
of night work and its interference with social and family 
life. On the whole, according to Wyatt and Marriott, the 
balance of available evidence suggests that, so long as 
night work is necessary, a fortnightly change of shifts 
would be the most effective compromise from the stand- 
point of health, efficiency and pe-sonal satisfaction, but 
further investigation is necessary before definite con 
clusions can be established. The only real solution to the 
problem, they assert, is the abolition of night work except 
in times of emergency and in certain continuous processes. 
It is certainly unpopular and, in the long run, detrimental 
to heaith, efficiency and the enjoyment of life. Wyatt 
and Marriott point out that in every group of workers, 
some breakdown in health occurs after a few weeks, 
months or years of night work; these are the obvious 
casualties, but it is reasonable to suppose that almost all 
workers are adversely affected in some degree and brought 
nearer to the point when the effects can no longer be 
ignored. 

It would seem that the whole question needs a great 
deal more attention, and conclusions applicable to Aus- 
tralian conditions can be drawn only from investigations 
carried out in Australia, though they could well follow 
the lines. suggested by Wyatt and Marriott. Incidentally, 
an important and quite different aspect of the whole 
subject, on which little light is thrown by reported 
investigations so far carried out, is that of women and 
non-manual workers on night shifts. In particular, an 
investigation of the effects of night work on hospital staffs 
is long overdue. 





ORALLY ADMINISTERED FAT PREPARATIONS. 


OnE of the factors in the treatment of sick people which 
have been receiving increased attention in recent years is 
the supplying of an adequate caloric intake. The sick 
person often loses weight because of inability to consume 
a diet of sufficiently high caloric content with deleterious 
effects on his recovery. Because the patient cannot con- 
sume large amounts of ordinary foodstuffs, attempts have 
been made to prepare mixtures which have a high caloric 
value in a relatively small volume. For this reason 
attention lias been directed of late ta the elaboration of 
formule of various sorts in which fat, because of its 
high caloric value (9-3 Calories per gramme), has received 
especial attention. In the May-June issue of the Journal 
of Clinical Nutrition A. Grollman discusses the use of 
orally administered fat preparations in medicine, The 
superiority of fat over other foodstuffs, because of its 
high caloric equivalence, has long been known. The 
sparing action of carbohydrate on protein catabolism has 
also been recognized. The combination of fat and carhbo- 
hydrate gives a unique combination which furnishes an 
easily assimilable source of Calories, represses endogenous 
protein catabolism, and induces the optimal efficiency in 
the utilization of administered protein. Because of its 
effects on gastric peristalsis and emptying of the stomach. 
fat, when given as a supplementary feeding, should be 
administered not with meals but preferably between meals 
and in the evening. Cream has long been used, but 
artificial mixtures have been prepared which are better. 
Grollman discusses mainly the use of commercial fat- 
carbohydrate emulsions. These contain 40% to 50% of 
vegetable oil (peanut, coconut) and 10% of glucose in 
water, to which is added an emulsifying agent, an 
anoxidant and a preservative. The fat is reduced to very 
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small particles (lu or less) and this removes the nauseat- 
ing “fatty” taste of the oil. Such emulsions are tolerated 
even in relatively large doses. Grollman found that many 
patients tolerated readily 250 mils in addition to their 
usual diet, this giving about 1000 Calories per day. The 
fat was well assimilated, and there were only insignificant 
increases in the fecal fat content. The emulsions may be 
administered in various ways. They may be given 
undiluted in doses varying from 15 to 120 mils at intervals 
of several hours. They mix well with water, milk or fruit 
juices. One of the first applications for the use of fat- 
carbohydrate emulsions has been in the management of 
patients suffering from acute renal failure. The emulsions 
given with a sufficient amount of glucose in water, adminis- 
tered orally or intravenously, furnish the caloric and 
water requirements of the patient. The emulsions have 
given satisfactory results with underweight patients. They 
have been useful in illnesses characterized by anorexia 
with increased protein catabolism and negative nitrogen 
balance. This has been particularly the case with severely 
eam In tuberculous patients weight loss was 
reduced. 





THE AMPLITUDE OF PRONATION AND 
SUPINATION. 





Ir has been said that man was made with arms and legs 
in pairs for the benefit of orthopedic surgeons. No doubt 
this presumes too much, but at least all clinicians will 
agree that the most valuable way of assessing degrees of 
abnormality in one limb is by comparison with the other 
normal limb. This essentially practical point is brought 
home by the findings in a study by H. D. Darcus and 
Nancy Salter’ that might quite reasonably have been 
regarded as mainly academic. The study is part of an 
investigation aimed at determining accurately the ampli- 
tude of pronation and supination of the hand and the 
variations that occur in its measurement. Definitions of 
the terms pronation and supination quoted by Darcus and 
Salter as being generally accepted are that, with the fore- 
arm horizontal, pronation is the movement that turns the 
palm of the hand to face downwards and supination that 
which turns the palm to face upwards. The movements 
are mainly dependent, when the elbow is flexed, on 
rotation of the radius about the longitudinal axis of the 
forearm at the radio-ulnar joints; associated with this is 
a limited degree of flexion and extension at the elbow 
joint, as well as a certain amount of rotation at the inter- 
carpal joints. Despite the fact that figures for the 
amplitude are quoted in articles and text-books, there has 
been no general agreement on standards of measurement 
and many of the figures quoted are unsatisfactory. Darcus 
and Salter have sought to bring somé order into the situa- 
tion. For their investigation they used three types of 
instrument, which they describe: a hand-grip arthrometer, 
a wrist-cuff arthrometer and Patrick’s goniometer. The 
largest readings were obtained with the hand-grip 
arthrometer, which, besides recording rotation of the radio- 
ulnar joints, also measures supplementary movements of 
the hand and wrist. Intermediate values were recorded 
with the pendulum type of arthrometer’§ (Patrick’s 
goniometer), which excludes hand movements but allows 
rotation at the intercarpal joints. The lowest readings 
were recorded with the wrist-cuff arthrometer, which 
measures almost exclusively movements about the radio- 
ulnar joints. The results in the subjects studied revealed 
no significant association between amplitude on the one 
hand and age, sex or previous injury on the other. 
Although differences were found between the amplitudes 
measured on the right and left sides of the same individual, 
these usually did not reach a significant level. It is 
particularly interesting to note that wide variations 
occurred between readings taken successively on the same 
day and from day to day. Darcus and Salter state that 
the cause of these variations is obscure and probably 
depends on a number of factors, some of which are 


uncontrollable. Some variations are probably due to the 
experimental procedure, despite efforts to avoid this. Other 
observers have concluded that variations were due to the 
fact that the movements tested were seldom normally 
carried out to a maximum; thus, when a maximum effort 
was required, the movements were not under sufficient 
control and might, therefore, be performed with 
uncertainty. Darcus and Salter’s observations suggest 
that training is not an important cause of variation, at 
least in short-term experiments; but previous observations 
have indicated that prolonged exercise over four years 
increases the amplitude of movement of the wrist joint. 
Variations may also result from changes in the muscular 
activity of the antagonists, the full nature of which is at 
present obscure. However, Darcus and Salter consider 
that the most potent factors causing variation are probably 
psychological in origin. They point out that it is 
extremely difficult, if not impossible, to keep the level of 
motivation of a subject constant, and thus his will to do his 
“best” changes from time to time. The conclusion is 
drawn that, even if everything is done to reduce to a 
minimum variations due to extraneous influences, a certain 
degree of variability must be accepted in all measurements 
of maximum values in man. The presence of these varia- 
tions also serves to emphasize the hazards of drawing con- 
clusions from a single measurement of the amplitude of 
any movement, especially in clinical work, where such 
measurements may. be accompanied by discomfort or some 
other limiting factor. The final point is that owing to the 
wide limits of individual variation, “normal” figures for 
the amplitude of pronation and supination are of only 
limited value. For clinical purposes, the findings of these 
experiments indicate that, in cases of injury to one limb, 
readings from the opposite limb are a more reliable yard- 
stick than any “normal” values. ; 





TESTS FOR CAPILLARY FRAGILITY. 





Since fragility of the capillary vessels appears to be 
more than an assumption, and petechial lesions are a not 
uncommon sign in certain conditions affecting the capillary 
system, it would seem advisable to inquire into the validity 
of tests wiiich depend upon the appearance of petechiz in 
the skin. The most commonly used test is carried out by 
applying measurable degrees of trama to accessible areas 
of skin and observing the ease or otherwise with which 
petechis may be produced. Mild trauma may be applied 
by positive pressure (as by a sphygmomanometer cuff, 
which is convenient, no special apparatus being needed), 
or by a simple device which applies negative pressure by 
suction. The latter has the advantage that it can be 
applied on areas of skin devoid of folds and not unduly 
hirsute. This method was used in an inquiry carried out 
by L. E. Hines, J. Catlin and D. L. Kessler." They point 
out that certain variants of these tests are made too com- 
plicated, and that the calculation of a fragility index, as 
some investigators advise, not only adds complexity, but 
assumes a mathematical exactitude which is not justified. 
It is doubtful if it is fair to assume that the readings of 
a petechial index correspond to serial degrees of fragility 
of the capillaries. The authors further consider that a 
quantitative test depending upon a count of petechie in a 
given area of skin may fail to give an accurate record of 
the inefficiency of the capillary endothelium. They quote 
Wintrobe as stating that “positive’’ tourniquet test results 
may be due to damage of the endothelial cells due to 
infective or allergic states, to lack of enough platelets to 
support the capillaries under pressure, and to deficiency 
of intercellular cement substance, as occurs in scurvy. 
These conditions are, of course, distinguished by various 
tests which estimate the manifold factors concerned in 
coagulation. Further, it does not follow that hemorrhagic 
phenomena in the viscera will be found to be associated 
with the formation of petechie on the application of local 
physical stress. Hines, Catlin and Kessler noted that 
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fragility tests were not mentioned specifically by Wintrobe 
in relation to the vascular lesions found in hypertension 
and diabetes; therefore they paid special attention to this 
group. They discarded positive pressure tests in favour 
of a suction apparatus, which had the further advantage 
that readings could be made repeatedly without confusion 
caused by the presence of petechie resulting from previous 
experiments. The exact technique employed need not be 
described here, but it may be noted that, as a sequence 
to previous work by Hines and Parker, the number and 
confluence or size of the little lesions were noted, and used 
as a basis of a quantitative test, in which readings of one, 
two, three and four plus were made. A negative test 
result was one in which no hemorrhage occurred, or in 
which only small petechiz, less than ten in number, were 
noted. 

Readings were made on 102 young persons with no 
known abnormality of the vascular system, and on 150 
persons with non-vascular forms 6f disease, but with 
normal blood pressure. The chief groups studied were 
those with vascular disease and normal blood pressure, 
those with hypertension, those with diabetes with or with- 
out vascular disease, and those with myocardial infarction. 
The findings confirmed previous studies which had shown 
that a high incidence of positive test results was found in 
patients with various types of vascular disease, especially 
when associated with diabetes. They also found that a 
capillary fragility could be eliminated in patients with 
scurvy by giving large doses of ascorbic acid, and occasion- 
ally also, though inconstantly, in the subjects of vascular 
disease. This suggests that there may be a collagen defect 
in both groups, though such a deficiency has not been 
proved in vascular disease in general. Some speculation 
may be indulged in, in relation to arteriosclerotic disease. 
To Hines, Catlin and Kessler their studies suggest that 
there is some correlation between the occurrence of spon- 
taneous bleeding from fragile capillaries in various viscera 
and a defect which permits the occurrence of hemorrhages 
from skin capillaries during tests designed to measure 
their fragility. 

Hines, Catlin and Kessler consider that tests for capil- 
lary fragility are at the best crude, and should be per- 
formed repeatedly on different days. However, they found, 
as we might expect, a higher incidence of positive test 
results in older people, and a very high incidence among 
diabetics who had hypertension or other vascular disease. 
This corresponded with the familiar high incidence of 
retinal and cutaneous hemorrhages in these patients. All 
patients with arteriosclerotic disease, even in the absence 
of hypertension, “Showed considerable frequency of the 
assumed signs of capillary fragility. Perhaps a wider use 
of such tests might have some prognostic value; in any 
event, this study helps to stimulate interest in clinical 
research. 





SECOND ATTACKS OF TYPHOID FEVER. 





SECOND ATTACKS of typhoid fever are uncommon; indeed 
it is often assumed that an attack of typhoid fever confers 
an immunity of many years, if not of lifelong duration. 
F. P. Gay, in 1918, reviewed the literature and quoted 
estimates varying in general from 1% to 4%, but occasion- 
ally rising to 15% when the nature of the outbreak sug- 
gested a large infecting dose. Many of these estimates are, 
however, open to question, as they were made at a time 
when the diagnosis of typhoid fever could not have been 
confirmed bacteriologically or serologically, and typhoid 
must often have been confused with other continued fevers. 
D. E. Marmion, G. R. E. Naylor and I. O. Stewart? describe 
two outbreaks of typhoid fever which occurred within a 
period of five months in a Royal Air Force Unit in the 
Suez Canal Zone of Egypt. A large number of individuals 
were thus exposed to the risk of infection on two occasions; 





1“Typhoid Fever’, New York, Macmillan. 
2J. Hyg., June, 1958. 


several contracted typhoid twice. The station received a 
piped and chlorinated water supply and drew its food 
from sources common to many other units in the Canal 
Zone. The population exposed in the outbreaks had been 
protected by T.A.B. vaccine, usually of the alcoholized 
variety. 


The first outbreak occurred in April and May, 1950. Of 
657 men at risk 84 contracted typhoid fever; the diagnosis 
was confirmed bacteriologically in 69 cases, and in 15 the 
diagnosis was made on clinical evidence alone. The causal 
organism was Salmonella typhi of phage type J. The 
outbreak was insidious in character; it was considered 
likely that a native cook, who was found to be a heavv 
urinary excretor of Salmonella typhi, was the cause of the 
outbreak, because it ceased about ten days after lh: 
removal from duty. However, the organism isolated frown 
his urine was rough and could not be phage-typed. The 
second outbreak occurred during July and August, 1950. 
Of 688 men at risk 235 contracted typhoid fever; the 
diagnosis was confirmed by cultura] methods in 221 cases 
and by a rise in somatic agglutinins in seven, and in seven 
cases the diagnosis was made on clinical evidence alone. 
The causative organism was of phage type El—a type, 
incidentally, that has occurred in New South Wales lately. 
This outbreak was explosive in character and showed two 
waves of incidence within four weeks. It appeared that 
food eaten at midday on July 12 was the cause of the 
primary wave of cases; two food-handlers, who were found 
to be excreting the organism during the incubation period 
before they developed the disease, were considered to be 
the probable source of infection of the secondary wave of 
cases. The outbreak ceased ten days after their removal 
from duty. The second outbreak proved to be both larger 
and more severe than the first; 1) patients contracted 
typhoid fever twice. Both these -acts must make us 
revise our ideas of immunity in iyphoid fever. The 
authors emphasize the fact that patients who had typhoid 
fever in the first outbreak were not allowed to return to 
duty until they had comp’eted a long graduated con- 
valescence under medical st yvervision. The attack rate in 
the first outbreak was 12:°8%, while that in the second was 
about three times as great. Of 438 men exposed to infec- 
tion twice, 200 contracted typhoid fever on one or both 
occasions; this is a disconcertingly high attack rate for 
a community whose members were nearly all “protected” 
by inoculation with T.A.B. vaccine. It is equally dis- 
concerting to learn that there was no significant difference 
between the attack rates of those who were exposed to 
infection during the first outbreak but did not contract 
typhoid and those who joined the station between the out- 
breaks and had not therefore been recently exposed to the 
risk of infection. 


The authors remark that the influence of chlor- 
amphenicol therapy upon immunity is doubtful. There is 
much clinical evidence from other sources that chlor- 
amphenicol interferes with the development of immunity. 
Most of the patients in the first outbreak were treated 
with chloramphenicol. Of the 11 patients who suffered 
two severe attacks of typhoid, six received chloramphenicol 
in their first attack and five did not. As these authors 
point out, the influence of chloramphenicol upon immunity 
remains sub judice. There is no doubt that its use shortens 
the course and lessens the severity of the disease; 
apparently there were no deaths and few serious sequelz 
from these two severe outbreaks of a disease that once 
carried a very high mortality. As to the occurrence of 
typhoid in an inoculated community, it must be remem- 
bered that all immunity is relative and can be broken down 
by a sufficiently large dose of the infective agent. These 
outbreaks, serious though they were, are not to be com- 
pared with the devastating ravages of typhoid fever in the 
days before protective inoculation was available. No one 
today would dream of questioning the value of T.A.B. 
vaccine; the lesson to be remembered is that at the best 
it confers a relative and not an absolute protection. We 
are winning the war against infectious disease, but we 
cannot afford to be over-confident of our knowledge; the 
enemy can still surprise us. 
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Abstracts from Medical 
Literature, 





DERMATOLOGY. 





Terramycin Therapy in Acne 
Vulgaris. 


R. B. BARNARD AND L. R. OrENS (New 
York State J. Med., June 15, 1952) 
report observations on patients con- 
tinually ingesting one of the strepto- 
myces-derived antibiotics (“mycins”) in 
doses considerably less than those used 
for the treatment of infectious con- 
ditions, and of the order of magnitude 
of amounts given poultry, hogs and 
domesticated fur-bearing animals as a 
feed supplement. They state that 
these doses fail to yield any appreciable 
blood or systemic antibiotic level, but 
do, nevertheless, produce _ definite 
metabolic and therapeutic effects in the 
ingesting individual. These effects are 
found chiefly in patients with “atopic” 
or “adaptative” disease and may be 
conditioned by the antibiotic-induced 
change in intestinal bacterial flora, 
during which’ saccharolytic, Gram- 
positive forms come to predominate 
over the usual Gram-negative, proteo- 
lytic organisms. The dose of terramycin 
was individualized and consisted of 
sufficient amount of the base, taken 
once daily, to render and maintain an 
odourless, copious stool. 


Chronic Leg Ulcers Associated with 
Blood Dyscrasias. 


FRANCES PASCHER AND R. KEEN (Arch. 
Dermat. & Syph., October, 1952) state 
that blood dyscrasias, particularly the 
congenital hemolytic anzemizs, are of 
primary importance in a consideration 
of the possible causes of chronic 
recurrent ulcers of the leg. An associa- 
tion of leg ulcers with sickle cell 
anemia is generally better appreciated 
than the relationship of this symptom 
to other forms of congenital hemolytic 
anemia, such as congenital hemolytic 
icterus (familial acholuric jaundice, 
spherocytic anemia) and Mediterranean 
disease (Cooley’s anemia, thalas- 
semia). In addition to the conditions 
already mentioned, Gendel lists the 
following: Banti’s chronic hemolytic 
polycythemia, Gaucher’s disease, 
pernicious anemia and chronic hemo- 
lytic polycythemia. Gendel did not 
include polycythemia vera. However, 
ulcerations of the lower extremities and 
peripheral vascular complications have 
been reported by others in _ this 
dyscrasia. The authors report five 
cases of blood dyscrasias in which the 
patients sought dermatological care 
because of chronic leg ulcers. The 
hematological entities represented in 
this group are one case of sickle cell 
anemia, one case of Mediterranean 
anemia, one case of (possibly) con- 
genital hemolytic icterus and two cases 
of polycythemia. These cases are 
described in detail, and the importance 
ofa consideration of blood dyscrasias 
in the differential diagnosis of leg 
ulcers is emphasized. 


Pilonidal Sinus of the Hand. 


M. WAISMAN AND R. C. OLIvetTti (Arch. 
Dermat. & Syph., October, 1952) state 
that among barbers, penetration of cut 
hairs into the skin of the hand is a 
familiar occurrence. Clinically there 


develops a pit or sinus between the 
fingers, from which protrude _ short, 
loose, easily removable hairs of dif- 
ferent lengths, colour and texture. This 
sinus may become converted into an 
abscess, intermittently flaring up and 
discharging, or the sinus may com- 
municate a short distance proximally 
on the interdigital web with a nodule 
in which inflammatory manifestations 
are provoked by the embedded hairs. 
Although any space may be affected, 
most of the reported lesions have 
occurred between the third and fourth 
fingers. The commonest instance of 
penetration of hairs occurs in beards 
in the form of ingrowing hairs. Hairs 
which accumulate between a barber’s 
fingers may find their way into a 
minute depression of the skin, such as 
a@ crease or groove or abrasion. A 
tiny pit is produced. As more hairs 
are trapped, and especially with com- 
plicating infection, the opening persists 
and enlarges, and the track progres- 
sively elongates through the loose con- 
nective tissue of the interdigital web. 
In some cases a small abscess in the 
web is the only manifestation of thé 
lodgement of the hairs. In other cases 
hairs protruding from the opening 
indicate the persistence of the sinus, 
which can intermittently discharge. A 
foreign body granuloma is established. 
A case of interdigital sinus is presented. 
Treatment consists of either’ total 
excision or incision and curettage of 
the diseased tissue. 


Nummular Eczema. 


P. Cross (New York State J. Med., 
September 1, 1951) states that to 
recognize nummular eczema one must 
be guided not only by the clinical 
appearance, but also by its typical 
history, clinical behaviour and thera- 
peutic response. The eruption consists 
of -coin-shaped patches of eczematous 
dermatitis in various stages of evolu- 
tion. The fully developed lesion is an 
erythematous, somewhat cedematous 
plaque usually studded with small 
vesicles, papulo-vesicular lesions or pin- 
head-sized crusts. ‘The diameter may 
vary from that of a dime to that of the 
palm. When a patch undergoes 
involution, the erythema and cdema 
subside, while discrete papules and 
vesicles remain throughout the area. 
At times central healing is observed. 
Recurrences after temporary healing 
reappear at the previously affected 
areas and may develop into solid 
plaques or consist of discrete papules 
and vesicles in the area previously 
involved. Persistent patches may 
become lichenified without losing the 
tendency to vesicle formation. Oozing. 
when it occurs, is from small pin points. 
Other lesions which occur in nummular 
eczema are rhagadiform eczema, winter 
eczema and bath eczema. The typical 
distribution is on the extended surface 
of the extremities, including the dorsum 
of the hands and feet. The disease is 
commoner in adults and older people; 
aging of the skin seems to be a con- 
tributing factor. The whole _ skin 
surface should be examined. Asteatosis 
or xerosis, with ichthyosiform or fine 
bran-like scaling over the _ exterior 
surfaces, and dryness, scaling and 
lichen pilaris over the elbows, knees 
and buttocks are some of the criteria 
to be looked for. Faulty bathing habits, 
occupational use of soaps, cleansers and 
alkalis, and poor dietary habits pointing 
to vitamin deficiencies should be looked 
for. In the differential diagnosis, 


atopic dermatitis should be considered, 
as well as contact dermatitis, dermato- 
phytosis or dermatophytid of the hand 
and so-called infectious eczematoid 
dermatitis. The prevalence of num- 
mular eczema in the cold season or in 
a cold climate, a high sensitivity to 
soaps and alkalis, and evidence of 
asteatosis of the skin are _ essential 
features of the disease. The eczematous 
lesions are not the result of contact, 
food, drug or bacterial allergy manifes- 
tations, but are due to a peculiar skin 
reactivity caused by metabolic dis- 
turbance of the skin. In therapy, the 
author advises the avoidance of soaps, 
alkalis and all other agents which tend 
to increase the pH of the skin, pro- 
tection of the skin against cold, wind, 
friction and infection, and treatment 
with coal tar. Dietary therapy to 
correct metabolic disturbance of the 
skin consists of administration of 
vitamin A and a diet of high protein, 
high vitamin and moderate fat content. 


Persistence of Skin Sensitivity. 


J. K. Morcan (Brit. J. Dermat., 
March, 1953) states that. clinical 
observation confirms that cessation of 
contact with the offending agent will 
usually result in disappearance of the 
eczematous reaction produced, although 
there may be some delay. However, 
there is less general agreement on how 
long a person retains a specific sensi- 
tivity, once acquired, and remains liable 
to reproduce the eczematous reaction if 
brought in contact with the offending 
agent once more. The author was 
presented with the opportunity of 
studying a group of persons who were 
known at one time to have been sensi- 
tive to nickel and to have given positive 
results in patch tests with that sub- 
stance. It was thought that it would 
be of value if those patients were fol- 
lowed up and their sensitivity to nickel 
was reassessed after an interval of time. 
The group selected contained all those 
patients who had given positive results 
in patch tests with nickel sulphate 
solution in the department during 1940 
to 1949 inclusive; it comprised 58 sub- 
jects, of whom 53 were women and five 
were men. Apart from- the primary 
site, in many cases, once the condition 
was established, there were additional 
eczematous' reactions at other sites 
where nickel was in contact with the 
skin. No less than 57% of the patients 
had on their original visit had a secon- 
dary eczematous spread to sites other 
than those in contact with nickel, 
particularly the elbow flexures, face and 
neck. Thirty-one patients had a persist- 
ing sensitivity, confirmed by the 
presence of contact eczema with con- 
tinued exposure, or freedom if contact 
was avoided. Twenty-three patients 
gave negative results to patch testing. 
The loss of sensitivity was generalized 
and could not be constantly related 
either to continued contact, with pos- 
sible “hardening”, or to avoidance of 
further contact. Eighteen of these 
patients continued to have eczema, 
although no longer “nickel-positive”. It 
is suggested that in a proportion of 
these patients, the specific sensitivity to 
nickel, which in nine instances did not 
last more than eighteen months, could 
be regarded as merely a _ transitory 
phase in the course of a series of 
eczematous reactions, many of them 
non-specific in character. The prog- 
nosis of patients with initial positive 
responses to patch tests with nickel in 
this series was therefore complex, but 
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appeared in a certain number tobe 
independent of the continuance or 
otherwise of contact with nickel. The 
author states that as the majority of 
those who became insensitive to nickel 
in due course continued to suffer from 
eczema, it seems that the constitutional 
background of the individual is often of 
much greater significance with regard 
to prognosis than the initial specific 
external agent. 


Acne Neonatorum. 


F. L. GIKNIs, W. K. HALL AND M. M. 
TOLMAN (Arch. Dermat. & Syph., 
December, 1952) review previously 
reported cases of acne neonatorum and 
conclude that the disease favours the 
male sex; in 12 reported cases the 
patients were boys, and in only five 
were they girls. Comedones were 
present in all cases, and papules and 
pustules in most cases. In one instance 
each, cystic lesions and deep-seated 
nodules were present. The cheeks were 
usually involved, and occasionally were 
the only sites involved. The chin and 
forehead were the next commonest 
sites of involvement. Sometimes ery- 
thema, dryness, papules or milia were 
noticed very shortly after birth, with 
comedones and _ secondary lesions 
appearing within weeks to months 
thereafter. In most cases, typical 
lesions were noted by the third month. 
In those cases followed until remission 
occurred, the duration was usually less 
than eight months. Therapy was con- 
servative. The authors state that in 
earlier reports bacterial infection was 
considered the prime etiological factor, 
but at present a hormonal factor is 
frequently considered. In the older 
literature, the condition known as 
“grouped comedones” was reported. In 
the authors’ case, many comedones, 
papules and pustules were present on 
the cheeks, chin and forehead. There 
was moderate seborrhea capitis. No 
evidence of endocrinopathy was present, 
and there was no reason to suspect 
adenoma sebaceum. ‘Treatment. con- 
sisted of the application of mild drying 
shake lotions. Five months after the 
onset of the eruption, the pustules and 
papules had subsided. The authors are 
of the opinion that acne neonatorum is 
acne vulgaris occurring in infants. 


UROLOGY. 





Diverticulum of the Male Urethra. 


E. N. Kuoury (J. Urol., February, 
1953) states that diverticulum of the 
male urethra is rare, for up to 1951 
only 197 cases had been reported, and 
the grand total up to the end of 1952 
was 235, including two personal cases 
reported in this paper. Diverticula of 
the female urethra, on the contrary, 
are relatively common. This is not 
surprising when one considers the poor 
anatomical support available to the 
floor of the female canal. Diverticula 
in the male may be congenital or 
traumatic. Congenital sacs may appear 
clinically only after the influence of 
obstruction, of hormones (cestrogens) 
or of nerve injury has been felt, but 
they may be clinically apparent before 
the introduction of any of the above 
three factors. Traumatic diverticula 
may be from (a) mechanical trauma, 


(b) chemical trauma (caustics et 
cetera) or (c) inflammatory trauma 
(as in periurethral abscess proximal 
to a stricture). The most constant sign 
of a diverticulum is the development 
of a mid-line mass which is fluctuant 
and empties on pressure. The mass 
enlarges during micturition and may 
cause delayed dribbling. Final diagnosis 
is made by panendoscopy and cysto- 
urethrography. Complete excision is 
the ideal method of treatment. 


Current Treatment of Prostatic 
Carcinoma. 


H. BRENDLER (J. Urol., October, 1952) 
states that much progress has been 
made in the palliative treatment of 
prostatic carcinoma, but very few 
actual cures of the disease have so far 
been demonstrated. Largely as a result 
of the original contributions of Charles 
Huggins, most prostatic cancer patients 
live more comfortably than they did in 
the pre-endocrine era, and it is possible 
that some of them live longer. How- 
ever, the tendency to draw specious 
conclusions regarding true cure from 
analysis of any five-year survival series 
is to be deplored. On the other hand, 
though the natural course of the un- 
treated disease is a slow one, it has 
been- shown, by the pooled statistics 
survey by Nesbit and Baum in 1950, 
that the results of anti-androgenic 
attack (including bilateral orchidec- 
tomy) gives longer survival as well as 
greater comfort. A difficult problem is 
that of late relapse. Despite apparent 
control of the disease for several years, 
the patient, in most cases, suffers 
inevitable recurrence or reactivation of 
the malignant process. A synthetic 
cestrogen, tri-p-anislychloroethylene 
(“TACE”), is being tried with some 
apparent success in such cases. The 
possibility that increased amounts of 
adrenal androgens are responsible for 
the relapse has led to the use of 
cortisone in an effort to cause inhibition 
of adrenal cortical activity. Bilateral 
adrenalectomy, though a drastic pro- 
cedure, is also being tried. As regards 
Gegree of malignancy, it is now 
apparent that morphological classifica- 
tions are not often sure criteria of 
neoplastic behaviour. A need exists 
for methods by which the biological 
potential, or inherent malignancy of 
individual growths may be determined. 
Elevation of serum acid phosphatase 
level in patients without demonstrable 
metastases is indicative of a worsened 
prognosis. This conclusion was reached 
by Nesbit and Baum, and the same 
workers: have shown, in patients with 
metastases, that though the serum acid 
phosphatase level is usually raised, a 
normal reading is not a sign of low 
bodily resistance to the disease, and 
hence does not mean a poor prognosis. 


Retrocaval Ureter. 


P. R. LeBpRMAN, H. H. ZINSSER AND 
D. F. Miram (J. Urol., October, 1952) 
state that retrocaval ureter is an 
interesting anomaly which is rapidly 
ceasing to be a urological oddity. The 
case they report is the forty-fifth in 
the literature. Their patient, a man 
of twenty-three years, had pain in the 
right flank, and excretion urography 
showed a large hydronephrosis with 
dilatation of the upper part of the 
ureter. The actual diagnosis of retro- 
caval ureter, with obstruction at the 
place of crossing, was made before 


operation, for the retrograde pyelo- 
ureterogram made this clear. The 
uppermost (dilated) part of the duct 
described an S-shaped curve, while the 
channel below this deviated medially, 
lying over the vertebral bodies in the 
lower part of the lumbar region. At 
operation the ureter was freed as it 
passed behind the vena cava. The 
dilated ureter was divided only four 
centimetres below the _ uretero-pelvic 
junction, and the lower segment was 
removed from behind the vena cava. 
The division was made obliquely, 
and the freed Jower segment was 
anastomosed to the upper one by 
“00000” chromicized catgut on an 
atraumatic needle. A 10F soft ureteric 
catheter was left in as a_ ureteric 
splint for fifteen days, while a 
nephrostomy drain was retained for 
tweaty-one days. The result was good, 
and a remote check at the end of six 
months showed that the renal pelvis 
was reduced almost to normal size. 


Congenital Neurogenic Vesical 
Dysfunction. 


C. L. Prince anp P. L. Scarpino (J. 
Urol., April, 1958) state that myelo- 
dysplasia and spina bifida are often the 
cause of grave, even fatal, urinary tract 
disorders in children. Apart from the 
urinary tract disease, other findings are 
rectal incontinence, severe motor and 
sensory changes in the lower ex- 
tremities, club feet and hydrocephalus. 
The high mortality and _ short life 
expectancy are chiefly due to the 
urinary tract complications. The 
authors have followed two severe cases 
of this type in little boys over a period 
of several years. These have been 
managed conservatively, without sur- 
gical operations of any type, and the 
results have been gratifying. Infection 
and residual urine have been eliminated 
in both instances. In both instances 
there has been a surprising improve- 
ment in upper urinary tract dilatation, 
with restoration of renal function to 
normal. The authors state that the 
methods of management usually recom- 
mended are permanent’ suprapubic 
cystostomy, endoscopic resection of the 
vesical neck and, less often, bilateral 
nephrostomy. Cystostomy and nephros- 
tomy are, however, inconvenient and 
messy, as well as difficult to manage in 
young children; infection is inevitable 
and stone-formation a frequent com- 
plication. Endoscopic resection has 
been far from satisfactory in achieving 
the desired end results. The authors 
were determined to manage the cases of 
the two little boys conservatively if 
possible, and did this by the method of 
regular suprapubic pressure. Very 
little pressure was required to empty 
the bladder. with a good flow, this 
indicating little or no bladder neck 
obstruction. The authors state that if 
panendoscopy reveals bladder neck 
obstruction, endoscopic resection should 
be performed; otherwise the pressure 
method is best. There should be a rigid 
routine of emptying the bladder by 
manual suprapubic pressure, and proper 
chemotherapy to control infection. One 
of the two children has gained good 
urinary control, and both have learned 
to empty the bladder without assistance. 
Usually the mother can be taught to 
empty the child’s bladder by manual 
pressure every two hours in the day 
and every four hours at night. 
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LXXXVI. 
PARALYSIS AGITANS. 





PARKINSON’S SYNDROME was first described clinically by 
James Parkinson in 1817. It was not until nearly a century 
later that Ramsay Hunt, Jacob and later Vogts described 
degenerative changes in the cells of the globus pallidus of 
the corpus striatum, and it came to be recognized that 
Parkinson’s disease or paralysis agitans was primarily a 
disease of the extrapyramidal motor system. 


In complete lesions of the pyramidal motor tract certain 
movements can be carried out by the paralysed muscles 
under the influence of appropriate stimulus. The lower 
limb will tend to withdraw when the sole of the foot is 
stimulated, the patient can smile and yawn though unable 
to produce voluntary movements of the facial muscles. These 
movements of a more primitive type are the function of 
the older paleomotor system, which has at least important 
relay stations in the corpus striatum. Normally there is a 
complete fusion between voluntary and automatic move- 
ments, and one of the early symptoms of loss of function of 
the striatal system is slowness of movement due to the 
lessening of the automatic component of muscle movement. 
This slowness of movement or bradykinesia is commonly 
observed in the young subject with post-encephalitic early 
Parkinson’s syndrome, and is quite independent of the 
rigidity which appears as the disease progresses. Hughlings 
Jackson pointed out many years ago that destructive lesions 
of the central nervous system produced not only negative 
symptoms due to loss of function, but positive and often 
more devastating symptoms due to uninhibited activity of 
other parts of the normally functioning nervous system. 
Loss of automatic swinging movements of the arm in 
walking, and loss of facial movements of expression, are 
negative symptoms due to paleomotor or striatal degenera- 
tion. Tremor and rigidity come under the heading of release 
phenomena. “ 

Certain other degenerative diseases of the corpus striatum 
may bring about tremors and forced movements—not 
characteristic of Parkinson’s syndrome, though there may 
be some superficial resemblance between them. There are, 
however, pathological conditions in which there are widely 
different etiological factors. Such conditions, which may 
produce the syndrome with perhaps varying side effects, are 
as follows: (i) Primary senescence of the large cells of the 
globus pallidus, the so-called idiopathic paralysis agitans. 
(ii) Arteriosclerotic changes in these cells, often accom- 
panied by similar changes in other parts of the central 
nervous system. (iii) The sequele of epidemic encephalitis, 
in which the weight of pathological changes is seen in the 
substantia nigra, which has close connexions with the motor 
cells of the corpus striatum. (iv) Rarer causative con- 
ditions, such as syphilis, trauma, hemorrhage into the 
corpus striatum and tumours. 


Symptoms and Course of the Disease. 


As there has not been an epidemic of encephalitis 
lethargica since the 1920’s, it is somewhat rare to see young 
and juvenile sufferers from Parkinson’s syndrome, with its 
insidious onset and tragically inexorable, and sometimes 
rapid, march of events crippling a young and useful life. 
The more common form is that seen in advancing age—the 
true paralysis agitans, either the primary senescent or the 
arteriosclerotic type. The disease has an insidious onset in 
about the middle fifties, and it may be many years before 
there is any degree of disablement. An early diagnosis may 
save the patient unnecessary investigation, and enable the 
physician to prolong the patient’s period of useful life 
until he reaches an advanced age. 


The description of the signs and symptoms of Parkinson’s 
syndrome will be confined to those appearing early in the 
disease, when there may be some difficulty in determining 
the diagnosis. The march of. events will sooner or later 
unfold, the typical picture needing little descriptive elabora- 
tion. 


The onset may be unilateral, though it is usually bilateral, 
one side in the early stage being more affected than the 
other. The patient-complains of a sense of weakness and 
slowness in movement in an upper or lower limb. There 
may be little to find on objective examination, though a 


suspicion of a tremor of the hand at rest may be noted. 
The text-book pin-rolling type of tremor does not appear 
until the more advanced stage is reached. The tremor at 
this stage may be noted only at rest, and on objective 
examination is likely to disappear. Close observation of the 
patient when walking may reveal a slight absence of the 
swinging action of the affected arm or an almost impercep- 
tible dragging of one leg. The unilateral distribution of 
symptoms may persist for months and even years before 
the opposite side becomes affected. 


The earliest manifestation of Parkinsonian facies may be 
evidenced by a faintly staring appearance, owing to the 
involvement of the automatic blinking movement of the 
eyelids. When this is accompanied by tremor, the suspicion 
of early Graves’s disease may arise. Gradually loss of 
emotional facial expression, together with a degree of loss 
of expressional vocal cadence, may become evident. Any one 
of these early symptoms may appear individually, though in 
retrospect one will realize that there has been close 
proximity, however slight, to the combination of such symp- 
toms, and it is curious how suddenly a perception of the 
whole clinical picture will present itself. 


An early objective sign may be observed in slight so-called 
cogwheel rigidity of the affected limb. This rigidity can 
be felt only when the patient is asked to relax the limb 
as much as he can. Writing becomes smaller and more 
difficult until micrographia results. As the disease advances 
the typical posture and gait make their appearance. 


In post-encephalitic Parkinsonism the march of events 
may be very much more rapid, and advanced symptoms may 
appear within a year of the onset. Salivation may appear as 
an early symptom, and may be most distressing. Loss of 
convergence of the eyes may also appear early, and the 
oculogyric crisis, in which the eyes look up and cannot be 
brought down to the normal level for perhaps some hours, 
is a later symptom. These latter symptoms are not seen in 
other forms of Parkinson’s disease. 


Differential Diagnosis. 


In the early stages the tremor may be mistaken for that 
of other neurological conditions, such as disseminated 
sclerosis, Huntington’s chorea, and lenticular degeneration. 
The chief characteristic of Parkinson’s tremor is that it 
appears at its maximum when the patient is at rest, and 
may temporarily be controlled. The tremor of senility, which 
may and often does occur without any evidence of mental 
degeneration, is more constant, and is present without any 
of the accompanying Parkinsonian symptoms. 


From the psychiatric viewpoint functional tremor may be 
difficult to exclude, especially in the presence of weakness 
of a limb and in the absence of other signs and symptoms. 
Many early cases of post-encephalitic Parkinsonism in young 
people have been confidently labelled as hysteria, and treat- 
ment for that condition has been given until the onset of 
the more obvious symptoms. The facies may give the appear- 
ance of the melancholic. The bradykinesia, and the tendency 
that some patients have to immobilize a limb in a fixed 
posture, may give rise to doubt whether one is confronted 
with a case of catatonic schizophrenia. 


Paralysis agitans does not per se produce mental degenera- 
tion. If arteriosclerosis is the pathological basis of the 
disease, similar changes may occur in other parts of the 
brain, producing intellectual degeneration, confusion and 
delusional states. The patient is often depressed owing to 
his condition, although an independent involutional depres- 
sive state may be incidental to the accompanying Parkinson’s 
disease, and is amenable to treatment. 


Treatment. 


The treatment of Parkinson’s disease falls under two 
headings, first the management of the individual patient, 
and secondly drug therapy. As the disease usually runs a 
long course, extending often over a number of years, long- 
range plans have to be adopted to cater for the patient’s 
mode of life. 

The diagnosis is often made before the patient suffers from 
any particular discomfort, when he is leading a normally 
active life. In the early stages it is usually the tremor of 
the hands, often unilateral, that draws the patient’s atten- 
tion to his condition. The Parkinsonian facies, the muscle 
rigidity, the typical gait and posture, though faintly percep- 
tible to the observer, are not of great moment to the patient 
until the disease becomes well established. As the tremor 
develops the patient often becomes self-conscious and 
sensitive, feeling that it is being noticed and trying to 
hide it—an attempt which only makes the tremor more 
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noticeable, and so increases the embarrassment of the 
patient. It is in this early stage that the physician has to 
decide how much he is going to tell the patient of the true 
nature of the disease; this depends very much upon the 
personality of the patient. On the whole, it is well to adopt 
a reassuring attitude, and to point out that although the 
tremor is not likely to lessen, the patient can look forward 
to years of useful life, and that if he does not try to hide 
the tremor no one is likely to take notice of it; a little miid 
sedation may help to allay the anxiety. It is doubtful 
whether at this stage anti-Parkinsonian drugs are indicated, 
because of their toxicity and of the tolerance that may be 
exhibited towards these drugs. As a rule a philosophical 
attitude is taken, and a sense of relief and even mild 
euphoria are expressed when the patient is told that normal 
working life is to be maintained. Later on a true depressive 
state of the involutional type may make its appearance, 
necessitating special treatment—which, by the way, in no 
way alters the course of the disease, but may produce 
definite relief of the depressive symptoms. As the disease 
progresses there seems to be a process of adaptation on the 
part of the patient; any relief that can be given is eagerly 
accepted, and there is a degree of suggestibility which may 
present difficulties in evaluating the effect of a drug, 
especially if it is a new one to the patient. There is no 
doubt that an emotional stimulus will temporarily allow the 
pyramidal motor system full play. 


I recollect a young man suffering from moderately 
advanced post-encephalitic Parkinson’s syndrome who 
went to a wedding party, and under the influence of a 
modicum of alcdhol, and the company of a good-looking 
young woman, nced the night, and according to my 
informant showed little evidence of his illness during 
this period, although he had lapsed into his normal 
Parkinsonian state when I saw him a few days later. 


It is this variability that may cause a diagnosis of hysteria 
to be made in early encephalitic paralysis agitans in a 
young patient. 


In the advanced stages of paralysis agitans mental symp- 
toms may appear; these symptoms may be due to arterio- 
sclerotic changes in the brain, and may take the form of 
dementia often accompanied by delusions. The difficulty in 
managing these patients is increased by their increasing 
immobility, though even in these patients acts of violence 
under the emotional influence of a delusional content will 
astonish the nursing staff, which has hitherto regarded the 
patient as bedridden and immobile. 


As the disease advances, rigidity becomes increasingly 
troublesome and disabling to the patient. The characteristic 
gait, posture and tremors are proportionately increased, and 
the necessity for using some drug that may alleviate some 
of these symptoms becomes essential. Treatment of paralysis 
agitans in the aged is a geriatric problem. 


Once treatment by drugs has been commenced, it has to be 
continued indefinitely. Drugs of the alkaloid group give 
relief, and if they are discontinued the patient suffers greatly. 
For this reason it is wise to give small maintenance doses 
for a long as possible. All drugs, whether of the alkaloid 
or the more recent synthetic group, produce side effects, 
some of which are unpleasant and produce toxic symptoms. 
The main object of such treatment is to reduce the rigidity, 
and if possible the tremor, so that the patient may remain 
ambulatory and as comfortable as possible for a long as 
possible. The belladonna, atropine and hyoscine group of 
drugs act mainly by inhibiting certain striatal reflex arcs, 
as the rigidity results from the spread of extrapyramidal 
reflexes from the damaged corpus striatum. Hyoscine hydro- 
bromide, one one-hundredth of a grain by mouth two or 
three times daily, gives relief of the rigidity, and in post- 
encephalitic Parkinsonism reduces the profuse salivation 
which is so distressing to the patient, and which may appear 
early in the course of the disease. This salivation does not 
make its appearance in the early stages of paralysis agitans 
of other etiology. As the alkaloids produce undesirable 
side effects after prolonged usage, there have of recent 
years appeared a number of synthetic drugs whose relative 
values increase as the toxic effects are diminished. There 
appears to be some personal idiosyncrasy which has to be 
discovered by trial and error, in order to find out which of 
these drugs gives the greatest relief with the least possible 
toxic effect on the individual patient. It must be remem- 
bered that the psychological effect of a “new treatment” is 
likely to produce a feeling of fictitious well-being, so that 
it may take some time to evaluate the true therapeutic 
value of a particular drug. There is an imposing list of 
drugs used; all have their adherents, and no doubt each has 
its value in certain cases.. The list consists of “Artane”, 








“Diparcol”’, “Benadryl”, “Lysivane”’, “Myanesin”, dihydro-f- 
erythroidine, “Amphetene”’, MK-02 and “Panparnit”. 


Raffle (1952), in a brief review of his own experiences 
with some of these synthetic drugs, considers that “Artane” 
by its stimulating effect upon the damaged extrapyramidal 
system produces the most satisfactory results. Doses of 10 
to 15 milligrammes per day, gradually increased to 20 milli- 
grammes, increased the patient’s sense of well-being and 
lessened the rigidity and tremors. There were very few 
unpleasant side effects. 

“Amphetene”, given in doses of 10 milligrammes thrice 
daily, is an antihypnotic and increases the patient’s energy, 
but does not give the muscle relaxation attributed to 
“Artane”, 

“Diparcol” belongs to the antihistamine group of drugs, 
and gives relief of muscle rigidity, so increasing the patient’s 
mobility, but produces unpleasant toxic effects after pro- 
longed usage. Pilcher (1950) describes two cases of 
agranulocytosis following prolonged “Diparcol” treatment. 
The dosage given was 0:05 grain daiiy, increasing daily up 
to 2:0 grains. After two weeks the dosage is decreased until 
the toxic effects are at a minimum. Lethargy, dizziness 
and malaise are sometimes noted. Reid (1950) found that 
these side effects were sometimes controlled by amphetamine 
sulphate or caffeine. He reports good results from 
“Diparcol” therapy in 27 out of 37 cases; one was an 
advanced case of hemiplegic distribution, and the patient’s 
gait returned to approximately normal. 


“Lysivane” also belongs to the antihistamine group. Given 
in doses of 0°05 grain increasing to 0-2 grain every six 
hours, it produced satisfactory results in a number of cases. 
Drowsiness, nausea and vomiting appeared after the end of 
the first week; but these effects gradually subsided as the 
treatment continued. Gillhespy (1951) reports improvement 
in 77% of 150 patients treated. Garai (1951) treated 51 
patients with “Artane” and 43 with “Lysivane” (24 of these 
patients were receiving both “Lysivane” and “Artane’’). He 
divided his cases into four groups: idiopathic, arteriosclerotic, 
post-encephalitic and miscellaneous. He found that patients 
in the post-encephalitic group could tolerate from 50 up to 
100 milligrammes of “Artane” per day satisfactorily; in the 
other group a dose of 20 milligrammes per day was about 
the average. He found benefit with both drugs, though the 
side effects of “Lysivane’”’ were in some cases so severe 
that treatment had to be discontinued. These effects were 
drowsiness, confusion, giddiness, blurred vision, nausea and 
vomiting. On the whole “Artane”’ was less toxic and con- 
trolled the rigidity and even the tremor more satisfactorily. 


Shapiro and Baker (1950) treated 24 patients with dihydro- 
8-erythroidine. This is a curare-like substance which is 
effective only if given in conjunction with “Rabellon” or 
hyoscine. Gastro-intestinal symptoms occurred in a few 
cases, though doses of up to 400 milligrammes per day in 
most cases were found to be non-toxic; 50 milligrammes 
four times a day was the usually effective dosage. 


Doshay, Constable and Fromer (1952) have used a com- 
ponent MK-02. This consists of the tropine portion of the 
atropine molecule, and the benzohydryl portion of the 
“Benadryl” molecule. This substance has atropine and anti- 
histamine properties, and is said to be non-toxic. Patients 
with post-encephalitic Parkinsonism could tolerate two to 
five milligrammes per day. Other forms of Parkinson’s 
disease reacted favourably to doses of 0°5 to 1:0 milligramme 
twice a day. Listlessness and depression occurred in some 
cases after several months, and “Artane” was added in 
these cases because of its stimulating effect. In large doses 
MK-02 acted as a very efficient muscle relaxant. 


“Kemadrine”, a still more recent drug closely allied to 
“Artane”’, has more recently come into the market, and is 
put up by Burroughs Wellcome and Company. Montuschi 
(1952) has used this drug with some success. 


The use of “Panparnit” (caramiphen hydrochloride) in the 
treatment of diseases of the basal ganglia was described by 
Sciarra, Carter and Merritt ,(1949). Doses of 12°5 milli- 
grammes three times daily increasing up to 800 milli- 
grammes per day were given. Dizziness, anorexia, blurred 
vision and diplopia occurred in a large percentage of cases, 
and although the condition of some patients appeared to 
improve, the report on the whole regarding treatment of 
Parkinson’s syndrome was not encouraging. 

Vollmer (1951) is not impressed with “Artane” therapy, 
and considers that massive doses of atropine and “Rabellon” 
(also an alkaloid) have on the whole stood the test of time 
in the treatment of paralysis agitans over a long period. 


“Myanesin” is a curare-like drug which, when given intra- 
venously, will produce muscle relaxation and will diminish 
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the tremor of paralysis agitans. It does not seem to be of 
great practical value as a long-range therapeutic agent. 


This very brief summary of some of the more recent 
synthetic drugs used in the treatment of Parkinson’s syn- 
drome does not show that there is any very great advance 
over the former use of the alkaloids such as hyoscine and 
atropine. As Parkinson’s disease progresses, so do the 
critical faculties of the patient recede, and the patient 
becomes increasingly suggestible. There is little doubt that 
all these drugs do produce some relaxation of rigidity, and if 
treatment is discontinued the rigidity and general dis- 
comfort are greatly increased. 


The question of tolerance to any one drug is of importance 
in assessing its value over a long period. It would appear 
that “Artane” is a drug that is well tolerated in large 
doses, though this is subject to individual variation. It is 
undoubtedly wise for the physician who is treating a patient 
with advanced Parkinson’s disease over a long period to vary 
the treatment from time to time. 


Suggestion certainly does play its part in almost every 
new therapy presented to the patient, and provided patience, 
care, judgement and enthusiasm, on the part of the 
physician, can be maintained, the patient will show some 
response, and will be ever grateful. 

H. F. MAvupDsLey, 
Melbourne. 
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SCIENTIFIC. 





A MEETING of the New South Wales Branch of the British 
Medical Association was held at the Royal Prince Alfre4 
Hospital, Camperdown, on May 21, 1953. The meeting took 
the form of a series of clinical demonstrations by members 
of the medical and surgical staffs of the hospital. Part of 
this report appeared in the issue of October 31, 1953. 


Juvenile Diabetes and Myxcedema. 


Dr. R. B. BuackKet and Dr. K. S. Harrison showed a twelve- 
year-old girl who had first come to the diabetic clinic in 
September, 1952, with typical symptoms of diabetes. She 
weighed six stone two pounds and her fasting blood sugar 
value was 275 milligrammes per centum. Two hours after 
ingestion of 50 grammes of glucose it was 400 milligrammes 
per centum. She was treated with insulin, 12 units of 
soluble and 20 units of protamine zinc each morning, and 
a 2000 Calorie diet. When examined in February, 1953, 
she weighed seven stone eleven pounds, and she had had no 
glycosuria for three months. She had become lethargic and 
apathetic. On examination she presented most of the 
features of myxedema—dry skin and hair, non-pitting 
edema, cold extremities and bradycardia. Her basal 
metabolic rate was -40% of normal and her serum cholesterol 
value 570 milligrammes per centum. Her fasting blood 
sugar value was 110 milligrammes per centum, and it rose 





to 280 milligrammes per centum two hours after ingestion of 
50 grammes of glucose. Her electrocardiogram showed right 
bundle branch block, but there was no clinical abnormality 
of the heart. Insulin administration was stopped, and no 
glucose was found in the urine. She was given increasing 
doses of thyroid extract and slowly began to lose weight 
and regain her normal appearance and vitality. In early 
April she weighed six stone nine pounds and glycosuria had 
recurred, but there was still no significant change in her 
glucose tolerance. Her basal metabolic rate was now -12% 
of normal, and her serum cholesterol value was 200 milli- 
grammes per centum. At the time of the meeting she was 
again taking the same diet and insulin as in the previous 
September and was feeling well. Her condition was regarded 
as one of juvenile diabetes and myxcedema with an incidental 
right bundle branch: block. 


Atypical Trigeminal Neuralgia. 


Dr. R. ReEaDER showed a man, aged forty-three years, who 
had suffered paroxysmal left-sided headaches since 1944. The 
attacks lasted for one to three hours and occurred at 
intervals varying from one day to several weeks. They 
affected the left eye and the left frontal and temporal 
region and sometimes spread to the occipital region. The 
pain was constant, “boring” and very severe, affecting his 
self-control and leading to “blackouts” and lapses of memory. 
They were associated with redness and watering of the eye. 
There was no nausea, vomiting or visual disturbance, and 
the attacks were not apparently related to mental stress. 
General health was normal, and there was no history of head 
injury or other significant illness. Physical examination on 
many occasions showed no abnormality except for depression 
of the corneal reflex on the affected side. Full neurosurgical 
examinations were carried out in 1948, 1949 and 1950, 
including air studies and arteriograms, without demonstrat- 
ing any abnormality. Temporal arterectomy was carried out 
in 1949 without benefit. Local anzsthesia induced in the 
region of the supraorbital, supratrochlear and auriculo- 
temporal nerves frequently relieved the pain. Section of. the 
nerves was carried out in June, 1950, September, 1951, and 
June, 1952, with subsequent periods of relief up to six 
months. On February 4, 1953, Dr. Stuart Morson undertook 
section of the first division of the trigeminal nerve. He made 
the following operation note: 


‘ . by the Frazier approach the left trigeminal 
ganglion and root were exposed and the ophthalmic 
fibres cut. When these were cut it was observed that 
a spicule of bone was projecting up into the plexus 
triangularis of the ganglion just between the ophthalmic 
and maxillary divisions. It was possible to nip this off 
with pituitary rongeurs. 


Dr. Reader said that the patient was now anesthetic in 
the ophthalmic distribution of the trigeminal nerve, and the 
corneal reflex was lost on the left side. There had been no 
recurrence of the headache. He considered that it was too 
early to draw conclusions, but it seemed probable that 
symptoms had been due to mechanical irritation of the 
ganglion. 


Thyrotoxicosis in a Child. 


Dr. Reader’s second patient was a girl who had been aged 
five years at the time of onset of symptoms. She had been in 
normal health until January, 1951, when, after an attack of 
otitis media, she suffered bouts of vomiting and frequency 
of defecation (five or six formed stools per day). At the 
same time she was irritable and cranky, though eating well 
and gaining weight. Thyrotoxicosis was diagnosed by Dr. 
R. D. Spooner, and she was referred to the Royal Prince 
Alfred Hospital out-patient department. The basal metabolic 
rate as determined by Dr. F. S. Hansman was +17%. At 
examination on May 16, 1951, she was found to be a small 
lively child, with a weight of two stone thirteen and a 
quarter pounds and a height of three feet six inches. She 
had obvious exophthalmos and lid lag and a soft diffuse 
enlargement of the thyroid gland. No thrill or bruit was 
detected, and no finger tremor was apparent. The pulse 
had a rate of 128 per minute and was regular. The blood 
pressure was 140 millimetres of mercury, systolic, and 80 
millimetres, diastolic. On her admission to hospital in June, 
1951, the physical signs were unchanged. The basal metabolic 
rate was +23%. Her condition was considered non-toxic, 
and she was discharged from hospital after one week. 


In August, 1951, she developed an incipient thyroid crisis 
with vomiting for four days and diarrhea for two; she had 
lost seven pounds in weight during the two months since 
her ‘discharge from hospital and four pounds in one week. 
She was readmitted to hospital immediately and given 





se! ae ee ee eo ae 


anaoreoe -=smKo A 


< 








of 


ty 
no 
ng 


ly 


er 
% 
li- 
as 
us 


al 


ial 


00 


ine, 
plic 
xic, 


isis 
had 
nce 
ek. 








NovEMBER 7, 1953 





THE MEDICAL JOURNAL OF AUSTRALIA 733 





sedatives, and methyl thiouracil therapy was commenced. 
The tachycardia and raised systolic pressure persisted for 
some months in spite of a fall of basal metabolic rate to 
-23% and a slow but steady gain in weight. She was dis- 
charged from hospital in December, 1951, taking 100 milli- 
grammes of methyl thiouracil daily. 


Dr. Reader went on to say that in the subsequent eighteen 
months, treatment had been supervised in the out-patient 
department. In the early stages the patient developed 
obvious myxcedema with pale puffy face, very dry skin and 
constipation. A notable feature was prominence of the 
lower jaw. The exophthalmos increased, and the thyroid 
became larger. Subsequently the dosage of methyl thiouracil 
was varied from 12°5 to 25 milligrammes daily, according to 
the mother’s assessment of the child’s well-being, and that 
had improved steadily in recent months. In particular, the 
exophthalmos had entirely subsided. Methyl thiouracil 
therapy was suspended in March, 1953, after eighteen 
months’ continuous administration. . 


Dr. Reader made the following comments on the case. 
First, the symptoms of thyroid toxicity throughout the 
course of the illness had been consistent and were irritability, 
vomiting and frequency of defecation. Second, the signs 
were tachycardia, raised systolic blood pressure and loss of 
weight; there was no finger tremor; exophthalmos and 
goitre were prominent, but were dissociated from the degree 
of thyrotoxicosis. Third, the basal metabolic rate seemed 
consistent with the clinical manifestations in spite of the 
difficulty of performing the test in a child. Fourth, initial 
control with methyl thiouracil was slow but, in the long 
run, successful. Fifth, although during the course of the 
illness weight changes seemed slight and of little significance, 
in a review of the data they appeared to have given a 
consistent indication of the effectiveness of therapy. 


Ankylosing Spondylitis. 


Dr. Reader’s third patient was a woman, aged forty-two 
years, suffering from ankylosing spondylitis. The onset had 
been insidious in 1949, the patient then being aged thirty- 
nine years, with aching pain in the lower part of the back 
and thighs and also in the thoracic region, first noted during 
exertion such as playing golf. There was some lassitude but 
no frank toxemia. Symptoms became steadily worse, stiff- 
ness of the back was noted after about a year, and aching 
was present all the time. She found it impossible to get 
comfortable in bed and to rest her head on the pillow. 
Investigation of the family history showed that there were 
13 siblings, and of those one, a brother, now aged fifty-six 
years, suffered from very severe ankylosing spondylitis. A 
diagnosis of ankylosing spondylitis was made by Dr. D. 
Brennan early in 1951, and a course of deep X-ray therapy 
commenced at Lewisham Hospital. The treatment was given 
up because of attacks of fluttering in the chest suggesting 
paroxysmal tachycardia. A course of ultrasonic therapy 
was commenced at Royal Prince Alfred Hospital in Sep- 
tember, 1951, and continued for six months. No definite 
improvement occurred, and in April, 1952; the patient had 
an acute exacerbation of pain. At that stage her entire 
spine was quite rigid, and extension and rotation of the 
neck were limited to about half the normal range. There 
was slight cervical kyphosis. She was unable to look 
directly upwards, but could just see the angle between the 
wall and ceiling when standing four feet back from the wall. 
Chest expansion was three-quarters of an inch. On forward- 
bending the hands reached to within 18 inches of the floor. 
A further course of deep X-ray therapy was commenced 
on May 14, 1952. It was proposed to give each area of the 
back six doses of 3007 at daily intervals. No precautions 
were taken to protect the ovaries. Subjective improvement 
was definite after one week. She was able to lie comfortably 
in bed for the first time in months, and the pain was less 
severe. There was a progressive fall in the number of 
leucocytes (to 2000 per cubic millimetre) and the hemo- 
globin value, and in the third week weakness, nausea and 
vomiting became troublesome. The last two applications 
were abandoned. 


Dr. Reader said that subjective improvement had been 
maintained in the subsequent year, and slight but definite 
objective improvement had continued for several months 
after treatment and had been maintained. Menstrual function 
had been grossly disturbed, this being associated with hot 
flushes, but sterilization had not occurred. Periods of 
amenorrhea up to three months had alternated with menor- 
rhagia. Adjuvant therapy had consisted of breathing 
exercises, the use of a flat firm bed, ferrous sulphate and 
stilbeestrol for the hot flushes. 


Dr. Reader made the following comments. First, the case 
was a typical, though rather rapidly progressive, example 





of ankylosing spondylitis. Second, in the early stages the 
symptoms had been thought to be due to fibrositis or sciatica. 
Third, the condition was not uncommon in females, though 
the sex ratio was generally five males to one female. Fourth, 
the disease was frequently familial, especially when occur- 
ring in women. Fifth, the symptomatic response to X-ray 
therapy could be expected in all except advanced cases; but 
the dosage must be heavy, and leucopenia was usual. 


Demonstration from Arthritis Clinic. 


Dr. SELWYN NELSON showed three patients from the 
arthritis clinic. 

The first was a girl, aged eleven years, suffering from 
rheumatoid arthritis. Her case illustrated the long-term use 
of cortisone. She had been admitted to hospital at the age 
of nine years on December 19, 1951, complaining of pain in 
the feet for three weeks, soreness of the arms for two 
weeks, and soreness of the fingers for two days, associated 
with malaise, fever, loss of weight and a slight cough. On 
examination of the patient slight swelling of the hands was 
noted in the region of the metacarpo-phalangeal joints, with 
tenderness in these regions and in the metatarso-phalangeal 
regions of both feet. There was no limitation of movement 
at any joint. The temperature was raised (101° F.). She 
was rather pale. Nutrition was good. A blood count revealed 
3,630,000 erythrocytes per cubic millimetre, 6200 leucocytes 
per cubic millimetre with a normal differential count, a 
hemoglobin value of 9:7 grammes per centum, and an 
erythrocyte sedimentation rate of 17 millimetres in the 
hour. Cortisone therapy was commenced on December 22, 
1951, by intramuscular injection, the initial dose being 100 
milligrammes and the daily dosage 75 milligrammes. This 
was continued until January 17, 1952, when three 25-milli- 
gramme tablets a day were given instead of the single 
injection of the suspension. Thereafter the dose was reduced 
as clinical improvement permitted by steps of 12°5 milli- 
grammes, with occasional increases of dosage when an 
exacerbation caused temporary increase in pain. At the 
time of her discharge from hospital on November 21, 1952, 
she was taking 37:5 milligrammes a day. That was further 
reduced to 25 milligrammes daily, but in May, 1953, was 
increased again to 75 milligrammes a day on account of 
further signs of activity of the disease. The side-effects 
noted were slight ‘moon face” and abdominal striz. At no 
time was any cdema noted. The blood pressure showed no 
tendency to increase. The doses given were not sufficient 
to control fully the damage to joints, and involvement of 
the left hip occurred resulting in limitation of flexion to 
50°. The wrists also became painful, and a tendency to 
flexion deformity had to be countered by the use of cock-up 
splints worn at night. At the present time there was slight 
limitation of movement of the cervical part of the spine and 
slight periarticular swelling of both knees with 5° loss of 
full extension. 

During her hospital stay she had repeated attacks of 
pyelitis, the organisms being Bacillus coli, Streptococcus 
fecalis and Bacillus pyocyaneus. They were treated by 
appropriate antibiotics after sensitivity tests; peniciilin, 
streptomycin, aureomycin, chloramphenicol and terramycin 
all were used at various times. The erythrocyte sedimenta- 
tion rate remained on the whole high, but was down to 
11 millimetres in the hour at the time of her discharge from 
hospital. In addition to cortisone she received “Myocrisin” 
0°02 gramme weekly commencing on January 17, 1952. 
Salicylates and analgesics were given throughout. She had 
the advantage of occupational therapy and did correspon- 
dence lessons during her stay in hospital to such good 
purpose that on resuming school attendance she was able 
to come top of her class in recent examinations. 


Dr. Nelson said that it was felt that the use of cortisone 
in her case, while not affecting the underlying disease, had 
reduced the damage to her joints to a minimum. Similar 
patients who did not have such therapy usually progressed 
fairly rapidly to crippling deformity, often with complete 
ankylosis at various joints. The dosage was a compromise 
between that which would give full control of the disease 
with the accompaniment of undesirable side-effects, and that 
which, while producing no such side-effects, was nevertheless 
insufficient to protect the joints. Cessation of the treatment 
before the subsidence of the underlying rheumatoid process 
would allow the joint damage to proceed unchecked and 
undo any good derived from the previous therapy. 


The second patient was a man, aged sixty-seven years, 
with a two years’ history of swelling of the hands and 
wrists. For fifteen years he had noted lumps in the vicinity 
of both elbows. He had no history of episodes of acute 
arthritis of the type usually met with in gout, and no 
family history of gout. The nodules on elbows, forearms 
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and hands were typical of rheumatoid arthritis. Swelling 
and tenderness were present in the region of the metacarpo- 
phalangeal joints and proximal interphalangeal joints. 
Clinically the patient suffered from active rheumatoid 
arthritis. X-ray examination of the hands showed very 
extensive “cystic” destruction in the vicinity of the joints 
of the hand with much erosion of articular surfaces of many 
sites; it involved the carpus, metacarpo-phalangeal joints 
and proximal interphalangeal joints, with sparing of the 
distal interphalangeal joints. There was little loss of articular 
cartilage or disturbance of alignment. A trial of colchicine 
therapy produced no improvement, but improvement fol- 
lowed the use of gold. Dr. Nelson said that the patient was 
presented to illustrate the occurrence in rheumatoid arthritis 
of radiographic changes suggesting gout. 


The third patient was a man, aged twenty-seven years, 
suffering from ankylosing spondylitis. It had commenced at 
the age of sixteen years, and when the patient was first 
examined at the arthritis clinic he had already been treated 
by deep X-ray therapy to the sacro-iliac joints and lumbar, 
thoracic and cervical parts of the spine. The sacro-iliac 
joints were ankylosed, and the spine was rigid, but in fairly 
good position. The complaint at his examination in June, 
1950, was of severe pain in the left hip joint and in the 
right shoulder. Attempted passive movement of the left leg 
provoked excruciating pain. Deep X-ray therapy to the 
left hip and right shoulder, followed by painstaking reeduca- 
tion by the physiotherapist, resulted in complete subsidence 
of the arthritic process and satisfactory rehabilitation. 


(To be continued.) 


—— 
<> 





Dut of the Past. 


In this column will be published from time to time 
extracts, taken from medical journals, newspapers, official 
and historical records, diaries and so on, dealing with events 
connected with the early medical history of Australia. 


INJURIES FROM CATTLE DYING WITH THE 
BLACK-LEG. 





[The Sydney Morning Herald, December 14, 1850.]* 


Two labouring men named Fishway and Dickens are now 
lying in a very precarious state of health at Concord from 
the following cause: 


It appears a beast had died in the bush and the parties 
for the sake of feeding their dogs, had cut and taken away 
a portion of the carcase. After a short time their limbs 
began to swell and Drs. Rutter and Gwynne were sent for. 
The poor men still lie in a very dangerous state. Cases 
similar to the above have repeatedly taken place and surely 
call for some legislative consideration. 





Correspondence. 


ACUTE INFECTIONS OF THE FINGERS AND HAND. 





Sir: I have read with a tolerant interest the correspon- 
dence in your recent numbers on infections of the hand; I 
also recently heard a lecture on the subject by a junior 
surgeon who has dealt with more than one hundred cases 
in a “Hand Clinic” in the past year. A few remarks may 
not be out of place, but I am determined not to enter into 
controversy on the subject. 


The work of Kanavel has been derided because he taught, 
as we older men learned to our profit, that tendon-sheath 
infections at that time spread by them to the flexor sheaths 
below and above the transverse carpal ligament. He also 
taught, as we knew full well, that actual pus eroded its way 
out of the flexor tunnels—pus will erode bone; we have 
experienced cases in which both infection and pus have 
extended not only to the flexor compartment above the 
wrist but also more proximally in the forearm, requiring 
incisions and at times followed by gangrene of fingers and 





From the original in the Mitchell Library, Sydney. 


part of the hand—often the result of ligations for secondary 
hemorrhages. More, there was the odd case in which the 
arm became rapidly cdematous with a gravely ill patient, and 
pleural pain was rapidly followed by effusion and abdominal 
distension as the terminal features of a fatal septicemia. 


Then, as now, it was not always easy to determine when 
to incise for pus; there is no rule for this except clinical 
acumen and experience, which can also be fallacious. Any- 
one knows that a hot, red, brawny or fluctuating swelling 
calls for incision. It has been said that we “old-timers” 
incised pulp infections to let out “bad blood”. Surely that 
was a medizval practice, as I had not previously heard of 
it! 

What I am driving at is this. The younger surgeons do 
not know of the amazingly beneficial change which has 
been brought about by the use of penicillin and the “sulpha” 
drugs. They have made infections of the hand “baby stuff” 
—pallid spectres of what we “old-fashioned surgeons” had 
to deal with, and with which work Kanavel was concerned. 


As for the time to let out pus under latter-day conditions, 
the same therapeutic agents make it almost immaterial; it 
can safely be left till there is advanced local swelling, 
brawny or fluctuant. And whether part or the whole of the 
nail is removed in perionychia is likewise immaterial. 


A small series of cases over a short period will teach 
little or nothing at all; I suspect all reported series—except 
my own! 

Yours, etc., 


141 Macquarie Street, W. MAXWELL. 


Sydney, 
October 26, 1953. 





Post-Graduate Cork. 


THE MELBOURNE PERMANENT POST-GRADUATE 
COMMITTEE. 


SUMMARY OF COURSES TO BE CONDUCTED IN MELBOURNE IN 


1954, 





THE following schedule is published as a guide for those 
who may be planning post-graduate study in Melbourne in 
1954. 


Courses for Candidates for Higher Qualifications. 
Part I Examinations. 


Courses in the following subjects are suitable for candi- 
dates for Part I of the M.D., M.S., D.G.O., D.O., D.L.O., 
D.P.M., D.D.R., D.T.R., D.A., Primary F-R.A.C.S. and College 


of Radiologists examinations: 

Anatomy. The course commences on March 1 and will be 
conducted on Monday and Wednesday afternoons for four or 
five months. 

Physiology. The course commences on March 1 and will 
be conducted on Monday and Wednesday afternoons for 
four or five months. 

Pathology. The course commences on March 15 and will 
be conducted on Monday and Wednesday afternoons for four 
or five months. 

Physics. The course commences on March 4 and will be 
‘conducted on Thursday afternoons for eighteen weeks. 


Psychology I. The course commences in March and will 
be conducted on a part-time basis for eight months. 


Part II Examinations. 

Courses for candidates for Part II examinations are as 
follows: 

For M.D. and M.R.A.C.P. a course in medicine is to be 
arranged. 

For M.S. and F.R.A.C.S. a course in surgery is to com- 
mence in the middle or end of February and run for about 
ten weeks on a full-time basis. 

Basic courses for the diplomas. A course in bacteriology 
is to commence in June and continue on a part-time basis 
for ten or twelve weeks. A course in basic pathology is to 
commence on March 15 and continue on Monday and 
Wednesday afternoons for four months. 

’ For D.D.R. and Part II of College of Radiologists examina- 
tions. Courses in radiodiagnosis and special pathology will 
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commence in April or May and continue on a part-time 
basis for ten or twelve weeks. 

For D.T.R. and Part II of College of Radiologists examina- 
tions. Courses in radiotherapy and physics will be arranged 
when sufficient numbers present. 

For D.P.M. Course in psychiatry will commence in May 
or June on a part-time basis. Lectures will be arranged 
in neuropathology about the time the psychiatry course is 
in progress. A course in psychopathology is to run from 
March for eight months on a part-time basis. 

For D.O. Ophthalmology and special pathology courses 
will commence early in June and continue on a part-time 
basis for three or four months. 

For D.G.O. Gynecology and obstetrics and special path- 
ology courses will be arranged when sufficient numbers 
present. 

Refresher Courses. 
Gynecology and Obstetrics for Young Graduates. 

A gynecology and obstetrics refresher course for young 
graduates will be conducted at the Women’s Hospital on a 
full-time basis for two weeks commencing on February 1. 


Limited residence will be available at the hospital. 


Pediatrics in General Practice. 


A course in common pediatric conditions in general prac- 
tice will be conducted at the Children’s Hospital on a full- 
time basis for one week commencing on February 15. 


Gynecology and Obstetrics for General Practitioners. 

A gynecology and obstetrics refresher course for general 
practitioners will be conducted at the Women’s Hospital 
on a full-time basis for two weeks, commencing July 5. 
Residence will be available at the hospital. 


Further Announcements and Enrolments. 
Announcements stating the organizations which will con- 
duct these courses will be made at a later date. For all 
courses, except those in psychology I and psychopathology, 
enrolments should be made through the Melbourne 
Permanent Post-Graduate Committee, 394 Albert Street, East 
Melbourne. Telephone: FB 2547. 


THE POST-GRADUATE COMMITTEE IN MEDICINE IN 
THE UNIVERSITY ‘OF SYDNEY. 





Course in Advanced Medicine. 


THE Post-Graduate Committee in Medicine in the 
University of Sydney announces that a course in advanced 
medicine suitable for candidates for the examination for 
membership of The Royal Australasian College of Physicians 
will be held for a period of twelve weeks commencing 
January 11, 1954. The fee for attendance will be £31 10s. 
or £2 12s. 6d. per week. The programme has been arranged 
to take place in the afternoons from Monday to Friday and 
on Saturday mornings. 

It is desirable that candidates should have had considerable 
experience in clinical work either in hospital or medical 
practice before considering themselves prepared to take 
examinations for higher medical degrees or diplomas. The 
course will also be found of value to practitioners intending 
to devote further time to acquiring such experience before 
taking the examination and to those who are not seeking 
higher qualifications, but who are anxious to widen their 
knowledge of internal medicine. 

The scope of the course includes special instruction in 
electrocardiography, ward rounds and demonstrations of 
cases at the principal metropolitan hospitals, regular clinico- 
pathological conferences, lecture-demonstrations in path- 
ology, hematology and biochemistry, demonstrations of the 
application of radiological methods of diagnosis to medical 
diseases, tutorials in case-taking, demonstrations and lectures 
in pediatrics, demonstrations and lectures in psychiatry, 
and demonstrations of neurological cases and _ electro- 
encephalography. 

The supervisor of the course will conduct tutorials on 
selected subjects and will be available to discuss with 
students any problems arising in the course. It is expected 
that students will devote considerable time to reading of 
text-books and current medical literature. 

Fees are payable in advance at enrolment date, and early 
application is desirable. Applications to attend the whole or 
part of the course should be addressed to the Course Secre- 
tary, the Post-Graduate Committee in Medicine, 131 
Macquarie Street, Sydney. Telephones: BU 5238, BW 7483. 





DISEASES NOTIFIED IN EACH STATE AND TERRITORY OF AUSTRALIA FOR THE WEEK ENDED OCTOBER 3, 1953.* 
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Ciniversity Intelligence. 


THE UNIVERSITY OF MELBOURNE. 








University Elections, 1953. 


AN election is to be held on Monday, November 30, 1953, 
to determine the five representatives of graduates on the 
Council of the University of Melbourne. There are nine 
candidates. The five elected will hold office until December, 
1957. 

Applications by graduates for voting papers may be made 
to the Returning Officer (Mr. F. H. Johnston) in writing not 
later than Friday, November 20, when the necessary material 
will be sent by post. 

The candidates are as follows: 

Dr. Lucy Meredith Bryce.’ Nominated by Mr. Justice Dean 
and Mr. R. W. T. Cowan. ; 

John Gurner Burnell... Nominated by Mr. Justice Dean 
and Professor A. R. Chisholm. 

Dr. Albert Ernest Coates. Nominated by Mr. W. E. A. 
Hughes Jones and Dr. Geoffrey Penington. 

The Honourable Mr. Justice Arthur Dean.! Nominated by 
Professor A. R. Chisholm and Dr. C. H. Fitts. 

Dr. Clive Hamilton Fitts.’ Nominated by Sir John 
Newman Morris and Sir Russell Grimwade. 

The Honourable Sir Edmund Francis Herring.’ Nominated 
by Professor A. R. Chisholm and Mr. Justice Dean. 

Sir Peter MacCallum. Nominated by Sir Wilberforce 
Newton and Sir Victor Hurley. 

Alexander McDonell. Nominated by Mr. H. G. Henry and 
Mr. E. B. Pederick. 

Dr. Edward Rowden White. Nominated by Sir John 
Newman Morris and Dr. A. E. Rowden White. 


— 
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aval, Wilitaryp and Air Force. 


APPOINTMENTS. 











THE following appointments, changes et cetera have been 
promulgated in the Commonwealth of Australia Gazette. 
Number 64, of October 22, 1953. 


AUSTRALIAN MILITARY Forces. 
Australian Regular Army. 
Royal Australian Army Medical Corps (Medical). 
3/40123 Captain (Temporary Major) A. P. Hanway is 
appointed from the Regular Army Special Reserve with a 
Short Service Commission for a period of one year, and to 
be Captain and Temporary Major, ist October, 1953. 


Citizen Military Forces. 


Northern Command: First Military District. 

Royal Australian Army Medical Corps (Medical).—The 
following officers are appointed from the Reserve of Officers, 
and to be Captains (provisionally): Honorary Captains 
1/39148 F. Schubert, 11th August, 1958, and 1/39164 I. R. 
Ferguson, 18th August, 1953.* 


Eastern Command: Second Military District. 
Royal Australian Army Medical Corps (Medicai).—To be 
Temporary Major, 24th August, 1953: 2/115677 Captain 
M. T. Havyatt. 


Southern Command: Third Military District. 

Royal Australian Army Medical Corps (Medical).—The 
following officers are appointed from the Reserve of Officers, 
and to be Captains (provisionally): Honorary Captains 
3/52296 I. N. Nunn and 3/101820 P. Ebeling, 27th July, 1953, 
and 3/101826 L. K. Morgan, 30th July, 1953. To be Captain 
(provisionally), 27th August, 1953: 3/101024 George Randall 
Stirling. 

Reserve Citizen Military Forces. 


Royal Australian Army Medical Corps (Medical). 


2nd Military’ District—The resignation of Captain J. L. 
Taylor, M.C., of his commission is accepted, 3rd August, 1953. 





1 Retiring candidates. 





Major J. R. Radcliff is retired, 16th July, 1953. To be 
Honorary Captains: Arthur Douglas Spears, 3rd August, 
1958, Kenneth Halford Mackey, 16th August, 1953, Bernard 
Greer, 17th August, 1953, Keith Patrick William Moore, 23rd 
August, 1953, John Daniel Cashman, ist September, 1953, 
and Ross Arthur Johnson, 2nd September, 1953. 

4th Military District—Maior A. A. Abbie is placed upon 
the retired list (4th Military District) with permission to 
retain his rank and wear the prescribed uniform, 3rd August, 
‘1958. 


OO 


Wedical Appointments. 





R. G. Gold has_ been appointed medical registrar at 
the ‘Riel Adelaide Hospital. 


Dr. P. M. Last has been appointed out-patients’ registrar 
at the Royal Adelaide Hospital. 


Diarp for the Wonth, 


Nov. 10.—New South Wales Branch, B.M.A.: Executive and 
Finance Committee. 

Nov. 11.—Victorian Branch, B.M.A.: Clinical Meeting. 

Nov. 14.—Victorian Branch, B.M.A.: Country Branch Meeting. 

Nov. 16.—Victorian Branch, B.M.A.: Finance Subcommittee. 


_ 
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Medical Appointments: Important Motice. 














MEDICAL PRACTITIONERS are requested not to apply for any 
appointment mentioned below without having first communicated 
with the Honorary Secretary of the Branch concerned, or 
with the Medical Secretary of the British Medical Association, 
Tavistock Square, London, W.C.1. 

New South Wales Branch (Medical Secretary, 135 Macquarie 
Street, Sydney): All contract practice appointments in 
New South Wales. 

Victorian Branch (Honorary Secretary, Medical Society Hall, 
East Melbourne): Associated Medical Services Limited ; 
all Institutes or Medical Dispensaries ; Australian Prudential 
Association, Proprietary, Limited ; Federal Mutual Medical 
Benefit Society ; Mutual National Provident Club; National 
Provident-Association ; Hospital or other appointments out- 
side Victoria. 

Queensland Branch (Honorary Secretary, B.M.A. House, 225 
Wickham Terrace, Brisbane, B17): Brisbane Associated 
Friendly Societies’ Medical Institute; Bundaberg Medical 
Institute. Members accepting LODGE appointments and 
those desiring to accept appointments to any COUNTRY 
HOSPITAL or position outside Australia are advised, in 
their own interests, to submit a copy of their Agreement to 
the Council before signing. 

South Australian Branch (Honorary Secretary, 178 North 
Terrace, Adelaide): All Contract Practice appointments in 
South Australia. 

Western Australian Branch (Honorary Secretary, 205 Saint 
George’s Terrace, Perth): Norseman Hospital; all Contract 
Practice appointments in Western Australia. All govern- 
ment appointments with the exception sat those of e 
Department of Public Health. 


Editorial Motices. 


MANuscripts forwarded to the office of this journal cannot 
under any circumstances be returned. Original articles for- 
warded for publication are understood to be offered to THR 
oe JOURNAL OF AUSTRALIA alone, unless the contrary be 
stated. 

All communications should be addressed to the Editor, THe 
MEDICAL JOURNAL OF AUSTRALIA, The Printing House, Seamer 
Street, Glebe, New South Wales. (Telephones: MW 2651-2.) 

Members and subscribers are requested to notify the Manager, 
THE MEDICAL JOURNAL OF AUSTRALIA, Seamer Street, Glebe, 
New South Wales, without delay, of any irregularity in the 
delivery of this journal. The management cannot accept any 
responsibility or recognize any claim arising out of non-receipt 
of journals unless such notification is received within one 
month. 

SUBSCRIPTION RaTES.—Medical students and others not 
receiving THE MEDICAL JOURNAL OF AUSTRALIA in virtue of 
membership of the Branches of the British Medical Association 
in the Commonwealth can become subscribers to the journal by 
applying to the Manager or through the usual agents and book- 








- sellers. Subscriptions can commence at the beginning of any 


quarter and are renewable on December 31. The rate is £5 
per annum within Australia and the British Commonwealth of 
Nations, and £6 10s. per annum within America and foreigu 
countries, payable in advance. 
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